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(57) Abstract: A high through-put in situ hybridization system process has been applied to an epidermis of mouse sole in order to 
identify a novel gene participating in epidermal differentiation. As a result, about 100 types of unique mRNA expression patterns 
CO in the epidermis have been detected. Two novel secreted proteins, dermokine- OL and - /? , expressed in the epidermal layer resulting 
from differentiation of a superstratum of basal layer have been successfully identified therefrom. Further, it has been found that the 
genes coding for these proteins construct a novel gene complex (SSC). 
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defferentiation complex(EDC)j bVX?7^^k\^fzMfcTfc£<>X=i--}?&tlZ) 0 L 

scielliru 3£S$r?^>^ hornein *5iU«periphilin^— KbTV^ 
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[0004] ^y-^;j*bm\^<tbK&tf%^x<Dmte^mfe£ti, 
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[0009] ^^b^M-^i-^ffmit^^-, *3J:t«K«e^Srg'tp3te^«^- 

[1] TIB (a) — (d) <r>\ ^-rti^Kmm^])^u^r^\ 

y^w-w 

[3] [i] [2] i:fBt©^y^^WKia^-K§^y^fK, 

[4] [1] Tfcfctt [2] fcfB<fc©aKy**W^KiW A&tvti^??— , 

[5] [l]t>L<tt[2] ^IBftOJKy^l/^K, *fcte[4] ^|E«(D-<^— Srfi^p 

Kdapit^T. (2) dermokine- a it^T-. (3) dermokine- j3 *5itK(4) 
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[8] [l] itfttz [2] iz.WM<DtfVX?i'^h*k!ftmmz'^yv^XirZtfVX?\>' 

[10] [3] ^fBmo^y^^K^^i-^f*, 

[11] dermokine-a^^N^®tL<^dermokine-j3 ^^/N^ff^^"gtl^^-^L-C-^ 

[12] J^T® (a) - (d) d^J&smiJiBtR^tbS'fk-a^Srg'tp. >ry^- J^Y'Mt 

nun. 

(a) dermokine- a }ftfs^bL< Jidermokine- j3 Mte^^te^S$Jl£*H"£T>^*fe 

(b) dermokine- a itf^^L< ^dermokine- )S Mi^<D^^M^^M^l^fMM 

(c) dermokine- a ifrf£^bb< ^dermokine- j3 Mfc^-CD^^L^:, RNAi^jJU^i^PR 

^f^ffl ^iTr 

(d) dermokine- a ^^fC^L<tedermokine- jS ^^%.h^^^-^KW- 

[13] i^T®x@(a)-(c)^tp, ^^y^h^bft^J^^y-^^^fe 

(a) dermokine- a ^^fC^L< ^dermokine- j3 SrlS^t"^!^ W@L 

(b) f^lBJiSt-*5tt^dermokine- a ^^y|ft>L<«:dermokine- j3 

ft *m Mir Z> Xg 

[i4] j^r®x@(a) - (c) sr^tp, ^^y^h^k»f|jij^j^yy--^^ife 
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(a) dermokine- a ^>v^®&L<i2dennokine- 0 #^s<?M&ft&1rZ>mti&b^ Wfk 
(a) dermokine- a ^^ff^L<tedermokine- £ ^/^f|\ ^fcte-^ftkSrl&^f 

[16] ^t® x@ (a) - (c) «r£ti\ ^^y^h^kWifljij^j^^y-^^^ 

(a) dermokine- a ^^ff^lXiSdermokine- )3 ^>v^|f % Wtkttfoh&W^tt 

[17] ^T©I§(a)j3it;(b)^tf, fcfc&flBfl&fcoVvr, iSl^^^M4L 
(a)M^fflJ^^oV^'C, dermokine- a ^>v^^L<f£dermokine- 0 ^y/^f© 

[18] KJlT©II(a)i3it;(b)^tf, ^#(^#S*CO^^)^OV>T, 
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[19] J^T®X@(a):&J;tJ«(b)^ti\ 3^#^O^T, «I©t|f(tS) 

(a) M^#^^f^M$^tf^^^:^f^oV vC\ dermokine- a *>v*?«t> IX 
dermokine- 0 *V>>^5C©$&^fi*;/fcri*^&fflS^5X© 

[21] dermokine- a ^^ff^lX ^dermokine- jS ^>/^f^K4t5lS^ 

[22] ci3]*fc«[i5] icmm<v*?v— ^^rnKx^xmhti^y^y^b 

[23] ^XTa) (a) - (d) ^^^§I^J;(9il^^^^^^-i-§xm^tp, tr 

(a) dermokine- a iftf^^b< ^dermokine- jS Mfc^<Dfe^jgi(^>?H-£T^i? 

(b) dermokine- a itf^^L< ^dermokine- j3 Mfc^<D^^>M$)$:¥fM&)lZ.?M%l 

(c) dermokine- a iftfc^bb< ^dermokine- £ Mfc^-tf^JS^ RNAi^J^^iSPfi 

(d) dermokine- a ^^f|?kL< ^dermokine- jS ?^s<?Wb%g&1r&ffifo 

[24] [14] £/c«:[16] ^fB<fe(D^^y— =ymiaot#^5^7f/t^h 
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ffc^CfcS, [21] ifcfcte [22] fcfBi&Bf&Sfcfrifc, 

^tt^mm^^^wttma&mrt*^. [23] *fc^ [24] ^ied^^^, 

[27] dermokine- a ^^StlXJSdermokine- 0 ^/^H<D, ^9^VlMr-# 
[28] [13] £fcte[15] fcfBifc0XX*!J— ^^Siaot#^5^7f/t^h 

Steffi. 

[29] i^T^ (a) - (d) ^^VIMh^bTtit 

(a) dermokine- a jfrfe^bb< ^dermokine- jS jt^^COte^0^^^J-i~^T^-fe 

(b) dermokine- a ifrf£^bb< ^dermokine- jS jt^^(D^^0^^#MK)^^^ 

(c) dermokine- a itf5^L< ^dermokine- j3 jttfc^<D3§gi£ N RNAi^J^^i^PS. 

(d) dermokine- a ^/^f|?bL< ^dermokine- j3 ^^Mt^^-f-^i$. 
[30] [14]*f'{*[16] ^fBife(D^yy— ^^&^£oT#ib;ft^ 

[31] ^^^h^bft^T^^H-r^^m^, m-m&$mfoz>^feBfti% 

imr^lh^ [27]£fcte[28] ^fEfc^M^-^tf^ffl, 

v Mi7Kfg§u5fe^tt^»*#«c^^-efc^, [29] [30] K^m<o®mz.&\1rZ> 
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mm, 

[0010] [EUl'M^/V— :?VHn situ^^^U^Vif — ^a>-(HT-ISH) (D^Wz^irM^XU 

„ mife^-c^jv— (eo) ^im^t^^y- (Ei*5j;tj«E2) i^mm^x^mmv 

cDNA) »ltJ42f§*^^Pb^ 0 B, HT-ISHv-^/KD^!|^i-^-eS>?) 0 J^#^ 
bfccDNA^^y— (E2) it9|^MbfccRNA^°n— 96#3^K7;*— 
n^W-^^^MM&(Dm}\\^4y^^4^t' 0 ^ti^y>A(NM008907) 

m$^(b) 0 ^n^ev^a (NM008972) (c) , i?TH s^Wfr^Ott??— ( 
BC028874) (d) % :/y^ £ ^QkW&Mfc^ (XM130158) (e), 95>A( 

BC015302) (f) „ ^^*C*^en^(NM010948) (g) „ XttrfJ^Sl (XM 138593) (h) 
„ ^7^0fl5i^^ltl6-5(NM13O857)(i\ *5 iLI^l^i/K^y^^r"^— if 
C(AF288691) (j) f^^Cjg^iT^^^jg-e^ffi^^cCkX ny^yv(U09189)mRNA 

[g|2-AB]dermokine- a 3o<£U? 0 0^)S^i-g|*5J:U ? ^^"efe§ 0 A, J&ffc-^^ 
MBS^gt£>ilOjf i-oV ^TSK063F08^°ti— ^-C(DHT-ISH^^-/V^i-^^-eS) 
§ 0 T^ir^SK063F087°ti— ^(Antisense) fi x ^^©^nKtJBd^SftSJ!^^ 

ir^^a— ^ (Sense) -efi^^/kfi^m^tt^^o^o H+Ete-^ 

^h^-^y^-^^^fepif^-trfeSo ^itt, ^feirmfi^rao^Sr 

Wo\JX.\^ 0 /W*— ;50jum o B, SK063F08lE?0£^i-£^^EST3o£U^ 
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&£Tf3'-M)ffi%Mt&,'^AK003695bmZM^\^>^Tl,fc (AK003695t?}*98-661 bp 
*5j;U?AK081753-efil505-2064 bp)^r^EST(AK081753) Z.frlhCDEST&xy* 
y^^^JTl^bXh^t^^^VXV ^ 0 AK0036953o £tMK081753<Dt:h/}^ 
nyli, -^rtvetl^ocDEST, AL832080*5 £TfBC035311bL-X$£&£tlfz. o ORFte: 

AK081753ia^lJ<D743{i{£:|o^T|£Ji J $;frfCo ~£f', 1132bp^ll33bp(Dr^^27bp(D# 
A, 1197— 1244bv<D$z9tf)$MM&frlfZ- 0 

[g|2-C]dermokine-a ^^I^jS 0^)^^i-g|-efc§ 0 AK003695/AL8320803oJ;t) ? 
AKOS^SS/BCOSSSll^^EST^^tiPJ^^-^^^il^thclermokine- a $o£Xf- 
j8 (DT^y^ga^lJ^-t- 0 SignalP sewer K XV ^M£nf^fe^y-^mmz.TB 
Srttfr, dermokine- a £ /3 (^(D^)— H^f*. K^-eHAyfc 0 dermokine- £ (D^U 
^^feit^iry^-y^K^^f*, ^V>^l|-e^Lfc 0 dermokine- a 
dermokine- j8 ODge^lJ^—^^, GenBankt^ , ^^K^^Xli^T^y^^ 
#^-AK003695^oiI^AK081753^T, tM-:J3V>TteTyi?^3^#^AL832080:io 
«£ tFBC0353 1 1 \ZX&E&tlX\t N £ 0 

[g|3-A]dermokine- a &£Xf- j8 Mfc^CDW&%:^~tMX*]hZ> 0 ^-fefrl9ql31_h(D 
thdermokine- a 3o XXf- j8 itte^^^y^&^i*,, a#y^*5«tr^lM?y^tt 

TV ^ 0 ^^1Km^M43^TJ«^ih§B^«^:tu^ATG*5j;OTGA-e^bfc 0 
dermokine- a CO^df-y^2-6«, ^^ry^l2-16^LTdermokine- j3 \Z.£^XMfB£H 

, cooh-^@S?iJ^J:^3'-#=3-K^^IrI— efeo/c 0 

[|H3-B]dermokine- a $o£.Xf- j3 ^IST-<£> ; W3s^^i~E|-Cfo3o suprabasin, 
demokine- a /- 0 teXTfy-y^/^hftltm^^^M (Kdap) ^>?rt-3jtfc^- 

#M#JGAPDH, »m#MW^yir/VT/^t:K3-*^y^— h^fcKWV— ifilfc 
^;GPR43 X G^>v^JC^^^f;fc43jtfc^- 0 



[g|4-A]t hdermokine- a /- )3 , Kdap*3<tt^suprabasin (0.7-kbfe^^^)(DN^ii^-e 
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mi~o plim-t^^ntcT^ym^^hnYW^fCo dermokine- a &£Xfittfo1rZ> 
dermokine- j3 (DC^^W&^&l&fty&y 3&>5fe!5iiSV>pHB(pI=10.3) 

[g|4-BC]dermokine- a /- jS , Kdap*5 £t^suprabasin<D5Hft£#?#f Lfcl^^i - 
^^"efcSo B, 293/EBNA-liHBJ}^^*3(t^, 4«cDSEAP(His) Bft^^v^^-CfcS 

6 

, dermokine- a -SEAP(His) , dermokine- j3 -SEAP(His) , Kdap-SEAP(His) x 33 £XF 

6 6 6 

suprabasin-SEAP(His) &Mir^M~efoZ>o dermokine- a , - j3 x Kdap£5 J;!) 5 

6 

suprabasinte, (His) C-3d&#?kki> l^fh i t©^t;l/^^fK^V ^"CV ^ 

6 

^7;^Utt^77^-^ (SEAP) <DN^#F^g^L/c 0 dermokine- a , - /3 . 
Kdap*5 J^suprabasin (^fc^^hn— /V^LTSEAP(His) ) (Djt^^^vHE^lJ^S 

6 

^r^ib^S^^^lf^ 293/EBNA-l£M£:|ol^— j®t£^ia£*fco 

^ClOju g) (Medium)}*, SDS-PAGE^J;«9^$tU ^o^-His£tfte 

Kdap-S EAP(His) ^^^^AiT^V^) <D^^-^^tH^thtl 0 C, 

6 ~ ' ' 

^ftMbfcdermokine- a -SEAP(His) , dermokine- j3 -SEAP(His) x Kdap-SEAP(His) 

6 6 6 

, ^o^tl^suprabasin-SEAPCHis) <D^-M^^ 0 ^Ml^^^ff Sr^tf 

6 

293/EBNA-l^fl&<Di##*#J&^mi|jlU g^^^^^S^TALON^MT^— TV 
— Wv ? ^^J;oT*tMbfCo **Mbf'^^/-?^«(^PP)^rSDS-PAGE^i;«9^b, 51 

fcdermokine- a -SEAP(His) , dermokine- 0 -SEAP(His) , Kdap-S EAP(His) „ 3o £XP 

6 6 6 

suprabasin-SEAP(His) <DN^ST5y^E^!lfi, AJJ1*3V ^~C^$!|£;ftfcJ;5 -ttl^P 

6 

ttWGADA, GPLQS, ATLGG, :fc<fcT*ASDDP£LTtfctti&;fL;fco 
[|2|5]ffl.^^$Dtt ; 5dermokine-a/-i3 , Kdap, ^tFsuprabasinCDl&JS^— 

ir^M^foZo a. tPV^n5/^^(D^m^i-^*-efcSo ^^ifi^k 

cRNAir>t"e'7 0 ^^t^^bfc o dermokine- a (^IS) ^oiO^ j^i-§dermokine- j3 ( 
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Dermokine- a /- j3 ) ^J&Lfca^ dermokine- 0 ©^IWl^^WtS ]3 
Xn— Xtelo<D/^K (Dermokine- £ )fdW^?kbfc(H2B#fR0 o ^XV^te, 
Kdap#MWXn— X (Kdap) , suprabasin#M#jXn— X (Suprabasin) $5 ^I^^^hn 
— /VGAPDH#M#}Xn— ^vf^J^XLt, ^r©3t^^tt&Jt^#<ISS 

dermokine- a N - /3 , Kdap, 3o itFsuprabasinOD^gl^— ^Sr^*?'3£K"T?fo5o ^ 
*J£B£^&<£> jgjf^Jt f3\ dermokine- j3 (SK063F08 ; Dermokine- «/-£), 
dermokine- j8 ( j8 Xn — X ; Dermokine- /? ) , Kdap (Kdap) jocfcl^suprabasinCQ 
dermokine- a /C^SfJ^^bT#MW&T^-i?^ (Antisense) 3o <OTi?^^ 
(Sense) Xn— ^/vf^JJ^XLfc. i?>-;*Xn— X£^XyX^XUfci|[l^<D^ 
-^b d f-ixy>--rc^-^>'^'fe^ r ^b/c (H+E) o dermokine- a /- j3 , dermokine- 0 *5 <£ 
U^suprabasin#Ml^M'XyX-l'if— ^a^XX/V/^, ^L^^SW^g^Wilft 

MLTV ^c Q -fc^Xn— Xfc'M'Xy^VX-rsiaJJf t#IK)*^t/HittiJ$ 

o 

[l36-A]SSC0^<D^JC-efe5 o ^^JK^^©ra<Ddennokine- a /- 0 <D^^,^ 
i-^JC-efc5 0 V^K^^T-^/nyh (Seegene) feDlG-MM&tltL 
SK063F08COcRNA®fJt"^Xn— XbTCo dermokine- j3 (^PP) t3E15.5-T?3£^£r#J#> 
fc 0 Dermokine- a (^®) fi*i*E16^^tb, E17.5*^©|il^SJiABL, ^<D^ 

[|2|6-B]^fti#*fchX^/lMbtf>in vitro^b^-TE|-efe§o fcb#JftX5^X9- 
-YH3\ ^§Ca 2+ fl£,gT(0.15mM Ca 2+ *5«fO«1.50mM Ca 2+ )2 0 ^(2 days)t?i#^L 
fc, 3fet^^0.15mM Ca 2+ ^S(0.15mM Ca 2 *)TM&5#fflJlfr#fS(2 days, 4 days, *5i 
t^6 days)-C^^LfCo ^bJ*Ca 2+ liS(Dlij3P(0.15mM^^1.50mM)fc§V^^ 
0.15mM Ca 2+ itiS-e<D^Ji^S<Z)^^(2-day^^6-day) ^«toT^^$tl/fc 0 ft 
RNA^ittfe(D^BJJ^d^fe|g^L, ^OSYBR Green-^— ^<DqRT-PCRft?#f£r, 
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dermokine- a , - 0 „ Kdap, suprabasin^o itl^b^MWifrfS^H^^^lO, 

3ybn-/V £ T^^iftf^^-CifofCo — ^fiF^pftGAPDH mRNA^^r-n— /V 
^oV^-Oii*P^L7c 0 ^b#MWitf5^^|RlC<, dermokine- a , - j3 x Kdap, 
lFsuprabasin5afK^«^k^^3g$tl-^i:#S^_h^liftR$tv/c 0 =t>i>n— T 

, 12 well^^Ototal RNA(7)l|3l*^oV>T^i-^7^-efe§ 0 12 well^2500 cells/cm 2 
l?i#^U/c:^7^VlH' M^LT. TransIT LT1 kertinocyte^ffll^TpcDNA-human 
Dermokine- a -HA^^ia^-^fCo Mocki:L"C{ipcDNA3.lC0^?rfflV^fCo Total RNA 
^&L±JLfc^^ human Dermokine- a -HA^M^f'^^y^h'ei^M^ 
total RNAC0Hll|5li^^^Lfc o B, -Y^VV^y^(lnvolucrin) (D^Ja^oV^T^i - 
^^^"efe^o A"e|^^L7t, total RNA^£>, qRT-PCR^^#W^y^COmRNA^^f 
bTtfofc 0 Dermokine- a fr^^^t, ^M^4^/^V^COmRNA^Ml,tL 

o 

[08-AB]ssc^^N^a^^^i-§^f*^^b^r^^i-Bi^<t(>^K-efc§ o 

A, $o:i©^^i-§rhfe^fflV^^X^:Construct(D|l|-e$)^ 0 dermokine- jS-ACii 
dermokine- j3 it § dermokine- a iCO^iif^^^C^L^CO-edermokine- j3 

-efe^o ^TO^S, 293/EBNA-l|0JiS^— dermokine- a , 
dermokine- jS- AC, Kdap, SuprabasinCDSEAP(His) £(Dg*^>v^ff^tL^tl, 

6 

^W^^^f^^LlfiLW^fflV ^immunoblot^i-^^-e^ 0 293/EBNA-ItM^ 
dermokine- a.-jS.-jS-AC, Kdap, Suprabasin^^r^^tt^iittt^Ji^-frT, 

^>v^|f^t-£^lM^mmunoblotLfc 0 i##_h?f (DCBBife-fe^g&W^L 
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fCo dermokine- a lZ.ft1rZ>&Cfc\^ dermokine- j3 - A CfcfijxJSl/'Cl \ 
[IH9]293^Ji^-e|§^$^rfcfchS.U ? ^'^dermokine- j8/-j8 A C^CBB ^iy— 

^yyr^h^vv— ) & immmunobiot^ ^m^fd^^T^-r^M^-h^o *¥tk& 

[HllOlth/^^dermokine-jS-SEAPCHis) t)L<«dermokine-jS AC-SEAP(His) CO 

6 6 

[|E|ll]pcDNA3.1-human dermokine- )3 ^ pcDNA3.1 -human dermokine- /3 AClr 
293/EBNA-l|fflJ!^^transfectionbSDS-PAGEbrt#(7)^/V^5i^|S^-feb/t|^^:, 
feit^Anti-hDK mAb^J^immunoblotcD^^^i-^^-CfeSo 

[0012] ^:^M»l^l^^^fc2®(Dff^^■ ? ^®^*^ ^:^K#^^J:oTrdermokine-a J 
, $o£Xf Tdermokine- £ J £frlfc 0 -^^^dermokine- a itfc^-fD^^ia^lJ^ia 

t-fB^i-So *fc, ^dermokine- i3 it'f5^(D^*IB^lJ^BB^J#^-:3^. tlilfs 

hdermokine- a it{s^-<D^^ia?IJ^ia^J#^- : ^ftteW<fcoT=i— K£*X5 
^^/^®(DT^y^Sa^J^ia^J#-^:6^|a^i-^o ££>l^ fchdermokine-/3 itfs 

ga?ij^ia?ij#^- : 8 icmM.irZ) 0 
[0013] ^6 w f**i\ tie (a) - (a) co\ ^-rti^Kmmco^v^^^^mm-r^ 0 

(b)@a^J#-^:l, 3, 5^fc^7(DV >-f^^-IB«(D^ga^J<D3— K^^tf^ 

y^u^K 
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[0014] *^P^(D^LV^#^*5V^T^, _LfB(c) £fcte(d) fit, i^T^y^^^-K 
(d)IE^J#-^:l, 3, 5^^i7(DV^i :i! tb^^-fE4fe(D^KIS^^^DNA^^y^ 

[0015] Hg H#Ki£5l vCtt, ftt©^y^fKi^^L, _h|E (c) (d) CD r/r^^-y^ 

[0016] ;£^^<D0*LV^^tc:i3Vv-Cf3\ _h|B^!7^b<f^th^*5TOdermokine-a^ 
W^ff ^tfdermokine- 0 Jfc^t^M^^^SOQfic^^: (3£M#0 £r 
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dermokine- a ^^Jf^fctedermokine- j8 ^^^^©Mtg^J^I^^^U^^ 

[ooi7] «§w«\ ^m^hKx<omm^titi^v^^\ ^xim^v^^tm-m 

Kh^^M ^dermokine- a /- j3 iC^VX^ &&<DmMMfo1&M£tliZffim(Z&&) 
&mf%Z-b&X^Z> 0 

[0018] tot*^BJ{C{4, e#|#-^-:2, 4, 6tttZ8<D\/^TtlfrfcWM<DT$y&B£M\Z. 

^^hy^^^h^^TxfvN^^y^vx-r^^y^yw^-^K-^feoT, Si£S_h 
[0019] W&ktfV^J-V fcioi vr, dfriB^vv^g-e&sj&^a^ 
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SEAP(secreted alkaline phosphatase)(His) #?&H\1rfrf&&#^/<?W&$&l%1rZ>'< 

6 

[0020] tfe^y-^w (^at^T-) ^^igjg_hjg(D^kb/t^«-e^^bT 

xm^ mm-tz-b&x^ 
[0021] *mm<D±.t^v^y^m, mm^^^xi^ —^mK^co^mKX'o 

mmir^t^mX^o MZ.lt, ^y^—>3^t (Southern, EM., J 
Mol Biol, 1975, 98, 503.) ^*°y^— tfigfiKJS (PCR) (Saiki, RK. et al., 
Science, 1985, 230, 1350., Saiki, RK. et al., Science 1988, 239, 487.) Ijffli - ^;^ 

*^{i7cDv^i 2 ^^ifa4fe(D^@B^J^^^§^y^y^^K^#MW^^^^y 

y^X-r^^-y^^l/^K^^-^— ^LT, j^M<^»;6^>IE^J#-^:l, 3, 5 

5ic % ^^^y^Vif-^3^#f^pcRS#f^j;oTmgiu#s, m&m^-.L 3, 5 
*/c^i7(Dv^Ttt^^^fBife(Di^^@B^J^^^§#y^yl/^K^^^y^vxi-§ 
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[0022] ±m^v^^^v^mir^fcm^ ^^^bv^J^b^WTx^ 
47*v^4^—i/3>5i}fc$:fty 0 ^mm ^x^bv^^b^^v^-tf— 

i/Bl/^kWb\^ 6M WiM, 0.4% SDS, 0.5XSSC<D^WtLfz.feZ.tlbm^<DXbV>l? 

6M 0.4% sds, o.ixssc(D#;#T~cte, xwm^(D^^v^^ 

tsititnso r^v^iwn*^}*, r^mnm^x^fj:<th7o%]^±^ #?£u< 

te80%£t._t, $^^0^L<»9O%^_h, ^0*L<«95%^_h(DlE^iJ(D^|— tt£ 

[0023] T^y^ia^iJ^^^IS?lJ(D^|— ttf*. V^$o£XIT/V^=l— MCX^T/V=£\J^ 
-ABLAST (Proc. Natl. Acad. Sei. USA, 1990, 87, 2264-2268., Karlin, S. & Altschul, 
SF., Proc. Natl. Acad. Sei. USA, 1993, 90, 5873.) ^fflV>T^:^l?#S 0 BLASTODT 
;W>jX^i^S-5V ^fc.BLASTN^BLASTXbm^tl&Vy*7J*tfm^foX\s *S ( 
Altschul, SF. et al., J Mol Biol, 1990, 215, 403.) 0 BLASTN^V^T^SIE^'J^rfi? 
%rirZ>W>&fe. ^!j^.^score=100, wordlength = 12^i-§ 0 

BLAS7X&m^^XT^smmm&M$ri-Z>Wi&fe. s^—f—te, $JxJ;Tscore=50 
„ wordlength = 3^i-§ 0 BLAST^Gapped BLAST^n^i^JlV^^I^ ^§-^n 

X$b%) (http://www.ncbi.nlm.nih.gov/) 0 
[0024] ^mm^m^l-^bia^ ^VADNA, cDNA&ilHb^J^DNA^-^;^ 
0 ^V^DNA:|o,£^cDNA<DM§^ ^H^^oT^^^^f ?Z-ttf "IlfeX 

(s<#9— irUTte, 7r-'^ BAC, PAC^^^ij^ 
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|g-C*>5o cDNAfcu #|;Lii, «0J(D7Ky^i/^K^i-^^^^ttmbf' 

mRNA^S^cDNA^^&U A. ZAPfcif©'*^— ALTcDNA^-f^y 

[0025] Ba^iJ#-^:2, 4, 6*^:fi8<DV>i*tbd^e:|B^<DT57ilBE^Jd^ 

Aa^ttt, 3lt ^/m<D 10% sift-em, 0£b<te^T$/^<D5%^ft-e;fc<9, $ 

&±m<DMmmm$:^i-um, ^(Dm^nm-mmzn^^K mm. eo%j^ 

_h<D*B rsltt^rU 0*b<{i7O%W_h(D+@|^|'l4^L, i«9^L<»80%J^_h(D 
[0027] JifB^y^^^K^Mi-^^ife^, ^H#^i<^n^>tb^:^^L-C^, _hfE 

Lt^4^v?4^—^3>>&ffi^tfv*9—^mmRffc (pcr) 0ua.fi, 

pJSxKy^^l^^Ki^^L^ site-directed mutagenesis^ (Kramer, W. & Fritz, HJ., 
Methods Enzymol, 1987, 154, 350.) KX.^^MKiT^&^mf hfh%> 0 
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T^y^ia^lJ^i-^h^^— ^3^(truncation)^°y-<^K^^tb§o 

^ frh^4 svT&mmm, m^mm, mykmnm. « M§ig£tti«, # 

M#£;h/CV^<D-e;fc3 0 ftMWfc^Whg^te, MfLtt. Ala, Val, Leu£lle<Df^ 
, Ser^ThrfDPD, ^tt^^ Asp£Glu<DP^, Asn^Gln(D^^ ^^tt^K Lys^ArgCD^ 

[0029] f-^V ^Tgi&^ST^glte, ^^^^«0^(D^(D|B^^^, 

m<DT^mtmd^m^ir^T^mx^^tmi-^x^\ mtuf.. Aia, vai, 

Leu, He, Pro, Met, Phe, Trpte, *{^#SttT^y^^^^$^f-*, Sl^Mfc 
'M^r^-r^^#X.^tb§ 0 ##mtt^b-Cfi, Gly, Ser, Thr, Cys, Tyr, Asn, 

G\nfi>mfhtlZ> 0 ^ttT^y^iL-Cfi, Aspfeil^Glu^, m.MV£T*/mtV 
Tte, Lys, Arg, His^^tf feT, fc&l ^-C3fc^#fc1-3T5/^<D 

«iste#^fM£;h/£v^ &m<Dm%k<DT^;mvK ^m^^cmtc^m^ 
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[0030] #3§^j3\ *3swoaKy^^w^K^A$*i/fc^<^— , ^mm<Dm^u^r 

^ 33 <D-<^ — £LT f* , # ALfc DNA^^ Ki^Wir^h CO X& tl # t-ffjiJ RK 

pBluescript^^— (Stratagene|±M)&^W*bV \ JfmVftCD^V^^V&^M 

m^f-tvxfe, jcmmft. mmmifaft, ^m^x^v^^ 

pBEST-<^— tfn^m±Wk) , ^mmXhtl^pET^^— (Invitrogenttig) , i% 
#^ai^"e$3^b^pME18S-FL3^^^— (GenBank Accession No. AB009864) , 
fi#:-efc^b^pME18S-<^— (Mol Cell Biol. 8:466-472(1988)) t£l£1$ft~£L,\ \ ^< 

^f— if ^.^CXW^t^X^ ^5 (Current protocols in Molecular Biology edit. 
Ausubel et al. (1987) Publish. John Wiley & Sons. Section 11.4-11. ll) 0 

m , mmmti& w ■■ b#«\ r^/v^/vx) , m am ($j : Kny^^s2, xxyzpt 

^SF9), Ib^BJl& (09 : CHC\ COS, HeLa, C127 N 3T3, BHK, HEK293, Bowes ^yj 

—^mm ^xxfrnwrnm^m-r^t^x^o m±m^co-<^—mA^ 

Mx.it, V^^Jj/Vi/yj^ttmB:, Mf8S<A'X&1L& (Current protocols in 
Molecular Biology edit. Ausubel et al. (1987) Publish. John Wiley & Sons. Section 
9.1-9.9). ytfv7^^5^(GIBCO-BRL*±$£h "?>C?v4>^xL?i*a>&te}£(D£i 
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[0032] m^mm^tei *x#mJztfv^f<?}?&/hfafc<Dp%mz. mmmmm^ 
[0033] $:mm(Dy$y^^V(D\m$Lfe, *mM<Dy$y^^vm%MKftm£ti%m&fe 

[0034] iSLfzJf.$&m^h\±, ^^K^dermokine- a jt^^-feil^dermokine- j3 itfe^, 

[0035] *3£KJ3\ #aco»^^^fiPTi-fc^r^^#^:i:i-^5t^^#:-efco 

T, (l)Kdapjtfs^-, (2)dermokine-ajftfc^-, (3) dermokine- j3 *5«t'0 ! (4 

[0036] $:mw<v±mikfc^-M&fcn. 0aa.fi, H3-e^i-j;5^ -^v^^^xm^t 
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[0037] ^BUtt, ^W©#y*^;^K(0!J*.fi, E^J#-^: 1, 3, 535fctt7tf>lvF*l, 
BTt^-efe^o ^7^tLtil^i^ttt, It^ 15— lOOJ^W^K 0*b< 

u<^^^<^30^^^^K(D^(D^y^u^K/5^v^^>tt§ o roj;5^* 0 y 
[0038] ±m^v^u^r^iz.n, ^mm^m^y^^—^'r^M^comm 

^y5v^W^K(T^-fe>-^DNA/RNA;^:^M(D^y^^K^— Ki~5itfe^ 
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[0039] T^ir^^°y^^w^K^ts^^5^(D^?a^$iJi-S^ffli:b-C^, J^T 

,pp.319-347,1993) 0 

[0040] ^:^M-efflV^^)tt§T^-fe^^^(^y^U^K){*, ±M(D\^-ffl(D^m 
■VmMl&i^(DmU^mm^XhX^\ -o©ltiLtf4, itfc^-<Z>mRNA<Z>5'^ 
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^Sr3l#fci-fcfe(c, ^<^15^V^ra_h, 0*L<«1OO^^V^K, 
[0041] ^T^ir^^yj^w^m, #l;Ui, ^^©aKy^^KSra— KfSaKy 

— Mi: (Stein, 1988 Physicochemical properties of phosphorothioate 
oligodeoxynucleotides. Nucleic Acids Res 16, 3209-21 (1988)) f£b*K£K>MMi^&^ 

[0042] ftfevkmfc^cD^mcDmmfe, v^^^—vir^mm^v^u^v 

MlRNA^i^i^OO^V^-^-K^JKD^^^^feS^^ ./N^-^w-^^jgjj^ 
Tt o ^M^I^^m^40^^1x^^K@iS»?^ttK^^^#i-^Ot,fc^(/J^^^oJ: 

(1990) ffi6SfiRfifcBMf,35:2191)o 
[0043] — ^y^mV^4J>><D g B#J®rK;>HVf3\ G13U14C15<DC15CD3' 
fllS^DWrf 535^ ?gtt^fiU14^9fi(DA«k^^-^?f^i-S^i^Mg^$tt^ 15^ 
(D^S«C(Dftfet-A^fc^U^^if$^i^^^$tLTV^(M.Koizumi^,(1988) 
FEBS Lett.228:225) c y^if^AOSKM^IfB^W^M^RNAga^Jt^M^J 
l£&5«fc5fc®!fH*;h/tf. ^HftRNA^pcDUC, UU*^:f*UAtV^5BB^JSrf8fft-fS^JRR 
^*^^RNA^Iify^ifVA^^i-§^^^^tg^§(M.Koizumi^,(1988) FEBS 
Lett. 239:285. /hmfc^t^^^f-.C^O) ® &©#tfifelMf,35:219U 
M.Koizumit), (1989) Nucleic Acids Res. 17:7059) o 
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[0044] *fc. ^Ttv§uy^if-f ^mm<D s #j<z>fc& ^Wffi-e&So ^rtv^y^ 

tb^O-M.Buzayan Nature 323:349, 1986) 0 ^(DlJ^ifVA^, ^lft#M#J&RNA#)Kf 
^^^i _ J:5^KI+"e^ ; 5^^^^$tL-CV^§(Y.Kikuchi feiLFN.Sasaki (1992) 
Nucleic Acids Res. 19:6751, (1992) i\^k£Ma 30:112) o 

[0045] Wz.^ ^:^M^>±IBsiRNACO$?^bV ^WMt^Xfe, dermokine- a t>L< 

dermokine- j3 ifrlS^- (£*f UTRNAi (RNA interference ; RNA^p^) Sft^Sr^f 
§KRNA(siRNA)£r#(f5-£;^-T?#5o J^Afrl^m, IB^iJ^: 1, 3, 5, tifz.m 
(Z)V^i a tL^^-fBtt^^BB^J(D$|3^Sa^J^^i-§^r^RNA^J:^J«T^^ir^ 

RNA^^^^^^:^RNA(siRNA)^#tf^i^^S-e^:§ o 

[0046] RNMmm&mmz^^xn^K^mte^hfozfc. dicers ^^sijsk 

RNase III^^^^^^^T^y— »^®) ^^^^RNA^Mb, ^^C^RNA^ 
small interfering RNA^c^*siRNA^P?^^tvS/J^$^if>^"^^^i?$tL^<^^#X.^tL 
TV^o ^^K^feit^RNAi^J^Wi-^^^^RNA^^, £?{Z.D1CER\C£^ 

xftM&n%w(Dr.^MRNAh^tiz>o ap^>. ^tt^s^WRNAig&jii^r;* 

^£5t£-§:0i(7)RNAX&oXh, MMC$o\< ^TRNAigtl^:^^"i-SsiRNA^^^$ 

o 

[0047] ^t|x.fi. ^^^(Ddermokine»^^-(DmRNA(D^^L<«^f^S(DfJ^^>?fJ^ 

i-§ft^-^RNA^, i^^DICER-C^$-fr, J t<D<frmm®>&m%3 IJffl 

i-§^^^Bjfg-efe§ o r(Z>#$?M3^te, RNAi^^^i-^^^C^RNA^-^- 

(siRNA)^^-^§'^^S!#$n§o ~<D^&aU;tU3\ RNAi^^rr^^lW 
#$tL^mRNA_h(DfJ^, #^«U»K«>iV\, gpt>, RNAi^^-T^^I 
K»dermokineM^^-»mRNA_hcDfM^{i, jg^T L^lEli^^^&i&^te&V \ 
[0048] ^5b\ _LfeRNA5H4-:ft^T— ^«/OT£fcfit^<^iK fllfctf, ^Tt°^fit 
}t^W-r§siRNA(shRNA)t^:^0j!i^^5o fiP*^ 5H^-^T^;fci(RNA#| 

5t^^j^U#§-*^RNA^^*fc«0j! t^^tL^o 

[0049] ^m£<v±m{RNAm^K£vmmu%%^MRNA] ^ mm^^^xn, t% 
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siRNA®m&m#iir%z_bh. mm^^^x^ ^(D^m^^xm^mm-^ 

) <Di&mmm&$n%^ b&x%z> 0 sirnai^ mm^^^xamm^mm^m^ 
m^^xm r s:i / Emir%z-bftpjmx&z> 0 -at^ mw.<DRUA(D^m^^^xn. — 

[0050] ^hK, ^^^(DjifERNA^JaUtSDNAC^^— )^^yt. 

o 

[0051] *^0j(D^ o y^^K^-Ki-5»f5^^^ffifi!ij^* o y^^w^K{i. it 

^-<^^— ^if^fUfflb-C, ex vivofe^in vivofe^^^i^m^^^^-^t^^^^ 

[0052] «0^(D^y^7 o ^K^^-r^^^tt«o rr-er^j 
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^y^n— ^/V$d£Tf^S?v— 1-;V%m. *c*9&Cfc. Wh&ift. £<b 

[0053] ^mm<D^v^^h^±^(Dm}^^<i'imu^ ^.u^fhh^m^r^m 

[0054] ^SWOaKy^^K^^f 5*tfrF±, ^H#^^IO^fe^J:>9^«-^ 

[0055] ^i^fewm, ^^(D^y^^-K^tt^m-r^^aJ^^^gl. 

:fc$8BJ!#t>f3\ ^^^CDthdermokine-a N - j3 , Kdap, Suprabasin<£>;g-^>v^ff 

f$(D— »LT, ^xE(DH»!)^$^thdermokine-a , - j3 , Kdap, 
Suprabasin^>?f-r§^i#:^#tf§r^^-e^§ o 
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[0056] £fc, ^S|fbiaot|,Ei]$»aia^ demokineAjy ^T^W^^fE 



SP^^te, ^PJ(Z)jt^(^!jx.«\ dermokine- a /- j3 )(DmU^A^m^ 



[0057] ^mmiz^^xmte^tDfrmtDttMtte&mmfe, mtg, wj^^mmx^ , 

0£L<«:^^ 9s>k ^W-, r>f-djS^oif o^S-^fe^, ^(DtpXhm^ 

[0058] jfmmw&^^m^ymm m^^mmmi tmmir^m^^) k 



[0059] ^mm^mfc^&mmm^ ^m^^^xu— mm^^KDm^n^m 

^ttfX^&o *T , ^^M^W^ilfc^- (#!I*J3\ dermokine- a /- /3 ) 



WO 2005/083075 



35 



PCT/JP2005/003458 



[0060] m m*&fy&tt£Ktcmmfc&m&i'rz>i&&. n mm^x.mmsx^h, mm 

[0061] «0J!O»^^(D»^^(D^^^^tt^L/iES^««, J^T©* 



, fip*>, ^woatewa^w^&^stkfbufc 
feu, r^ua^^M^-^v^^^^^-^Au, ^[^im^x.^^ufc*0 



[0062] t-ft&z&mte. &mm<D&te*&&#Khmm*tbM&£tiiz.fflfa&&mmtt. 
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, teXXf-^V^mtDm^-^T/V, 262H-264H, jftftmHS)o 

[oo63] ifmn^-m^^Mmm \ mmm^m^tutmrnm. ^xiEsmmmn, *m 
[oo64] *fc. ^mm<D±m^v^^(^^w) ^^/^yftimm^mttm 

$f*LV^#^*DV^-C^^K{*. dermokine- a ^/^fft)L<te:dermokine- j3 9 

>/<?m&m^!$ftbLx^t?^^;^hMm^M&mmir% 0 ±m 

dermokine- a ?^<?Wb^Xfe, Mz.\~£, IE^IJ#^-: 2^/hfi6^fE<c^y^^ 
V&mf%Z-b&X^% 0 *f', _hfBdermokine-3^^/^^®^bT^, $JxJ3\ IS^J 

[0065] ^fc^^M SSC&£ I ^dermokine- a / 0 ^^McO^W^^t^M^ 

M (_h#) (te^W -efoSo ^PJco_hiEr^m^^bj ictt, 

[0066] ^3§K<7)SSOkL<tedermokine- a / /3 9^<9M<0^m^^t^aMtLX^ ffl 
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[0067] 3:7c, ^-^m K$3\ >TSSCfc>lX ^dermokine- a / j3 ^/^fC(D|£|&?£tt<D$!|^; 

[0068] dermokine- a ^^yfftL< ^dermokine- 0 (^K^Blf^V >T 

m^20(D^^/-?y® (itte^-) ^t^T Tdermokine- a / j3 ^/-^fC (it^ 



^h^bffl$IJ^ffl^-r^'^^^^§^ o fot^lii, dermokine- a 



o 



^ JCt b< ^dermokine- £ JC<D^§fg&L< ttffi|B|£.#4fcf( Ut^m) £r#8&J& 

[0070] ±MMkmmM<v&ti^ ^w&kLxrt, £xt<d ( a ) - (d) frtbfczm&)m9i£ti 

(a) dermokine- a / jS 3t^^<Dte^j^^*^f*^©— ffitC^h^STi^-fe^^RBI 

(b) dermokine- a / 0 3tte^<0te^fc^MttfcWS^3y#1^Ai^&^ 



(c) dermokine- a / j3 it^^^^RNAi^I^^^^PWf^ffi^rWr^^i 

(d) dermokine- a / 0 ^ V^S^SSNW-Stfrffc (^Cdermokine- a / jS £r>v^JC#fc 

[0071] ^Ko±|s^J^*5it^^^bT«, 0tRfi, ±l©7yfty^M, *5£ 

RNA^r^S V ^ThRNA^p^ (RNA interferance ; RNAi) ^ioT^ff 5^dS"C#S 0 RNAi£ 
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fc1 L &ftffl&tlZ)b^X.btlX\ RNAHCffll ^RNAte, dermokine- a / j3 ifcte 

[0072] dermokine- a / j3 ^/^ff (D^fgl^W^IC^b-Cte, *|^K^>-hlE^l#:, 

#»Rfi, dermokine- a / 0 ^^WiC^^^^KW- (dermokine- a / )3 
a^mi-^^L#: ; fetdermokine- a / 0 9~ys*9WfcW) &mfZ>^-bfrX^Z> 0 SI 
fevffcte. dermokine- a / 0 ^^^S^-^i-^^^^J;?). dermokine- a / 0 

Z>o ^^W<D±m#Lm^ dermokine- a/ 0 i^<D^V/^ 

■£ttjfiHH2r*F „ ^dermokine- a / 0 ^/^f| (dermokine- a 

[0073] #^<Ddermokine- a / 0 fc*£^ _ 5^#fcJ\ 09*. tf, ^^VlMr- 



[0074] ^mmw^y^b^mmmn. ^^;wh<D&fcjcm> 



3tl 



[0075] ^mM(D^^y^b^mmm^fcn^^y^4b^mmm (^mmmi- 
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^ts^^s, mnmt^xi^ mmm. mm. mm. ^±/^m. mm. 
[0076] mz.tt. m p st^mnmrnte. *mm<Dmmz.mimk mmm. tfr&m, &xt$ 

[0077] ^^(D^J^tf^J«, -^*3r^^\ »ttM^J^i-§fcfe^, ^<D=3— 

^-f^&Jfei-^j&s-eirSo 3— T^?MmZ, ^/vir/vn— ^jtfy^dr^ 

[0078] £fc&#t», ^^-Cfe^^P^O^J^il^^^m^Ji:^^^, 

[0079] ^woKsaii*. «t> h^^t^mnm^m.f^mtir^tKX'o^mm 

b~rz>z.b&X%% 0 ^v^{«^cD,m^^-ov^-c«, Sfcmx^fc&tf^N 

m<Dmf$yotirz>^bxf\-mmbirz>z.bmx%z> 0 ^m^mmmmt. m^m 
mfc!&mzmvxmMiM&M^xmMir%^b&x%z> 0 mmia*. ^;vt;v 
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[0080] ^^(D^Jf*, ^«^$^^-CV^§S^-S(D$5HP fc 3^*5V^-C, th^tppf fLtb^J 



[0082] &tt&m&. ^y^-yy-^hwmmm UMm&fcR&irrzfc&b) <n*?v 

*|gi0^!J- c=. ^^&O0^LV^#^*5V>T^, dermokine- a / j3 ^I/V? 
^®(D^m«fc«^tt^^i:i-5^fe-efc5o SP"*>, dermokine- a / j3 ^/-^ 

[0083] ^:^^(D_hfE^-&^*5V vCte\ *i\ dermokine- a SSitJV^fcfS j8 ^^IC ( 

Tdermokine- a / jS &l"<?'M.$:$&&irZ>iNlffo\ £LTte\ l*lHtt<Ddermokine- a / 
j8 #>'s<?'R&3&%LX\ NSjttWa, ^c{^5fett(D dermokine- a / j3 if fc^?* A 

/ j3 W^W^m^kMM^ dermokine- a / j3 3tfc^tf*Jf A£ft;fc 
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[0084] ^P^(D^^y-^>-^fefe^#ti-§M^b^i:bT», #^$iJRB«^v\ m*. 

«\ 5*:^-^ fi{^», fttftMfra^ ^^JC, ^W^^t^bi^ 

[0085] dermokine- a / j3 3t^^^?i.i-?)*0J!^^(D^^^^^) rgsftfej E\ MSt, 

dermokine- a / & mB^^^^M^<Dm^^KW(k^t^^^WXiir^tK 

b&X%Z> 0 

[0086] ^C^^^SoV #CV v?, dermokine- a / j3 ^^^m^t^>MM^n 

^dermokine- a / j3 ^^^a©3SSi*fcr±SH4Sr?IIIS*t"5o f^I^i^tt, 

^^d5/h^^J:«9igl:^i-§-^^Brfg-efe§ 0 $|>L}i, dermokine- a/ j3 



[oo87] ^ ^mm t-^Bv >t r^^j ?i/^?M^—v~rz>m.fe=f-frh<Dm^ urna 

dermokine- a / j3 ^^/^^®(D^tt^^^LT_hfE^^y— — ^^SfeSr 
Hife-TS^^^, dermokine- a / $ ^^^ff ©_bJfi©«|B GStt) , fllfctf, 
dermokine- a / j3 #>/<?W<D^^SWh<Dft1kWS&&&&&Uk1rZ>Z.b&X' 
dermokine- a / j8 *I"*?S£0>fiH4tf>ajJ£^ ^H#^*5V >TKJ\ 'AftKDjj 

tt&&<Dj5fe\Z.&\^X* _hfEr^ttj^bT«, 0*L<J3, _h3$<D Tdermokine- a 
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[0088] ttmz.*3\ >Tte, #:v ve, |£^bi^^»£*&v ^m&bit&L>x, 

dermokine- a / 0 ^^W<Dm^M^fri^^±^^^h^^m^iir^ 0 

[0089] ^^^AY^wmun (ftimm¥m*^irz>i\&m) <n>*w 

^>-^^(D0^LV^#^^oV^Ttt, dermokine- a / j3 
^©©^^i*fettfiH4Sr*g«i:'t"5^*fe'Ca>5o BP"*), dermokine- a / j3 *>v?^ 

[0090] ^B^(D_hfE^&^*DV^T«, _hai(D^kfl^JO^y— ^^7fe«oT 

dermokine- a ^Uv^fcte: 0 ^/-^ JC (MB^F) &&mfr&mB&KWIk4k&li3 
&m<kt5l£Z>o ^CV vC, fflklt&yo&W&Zltto ^m&tttML>X, dermokine- a / 

#^m<D±mx?])--^lssfjjm<Dm-iZls\, ^#£LTE\ ±M(D rdermokine- a 

/ is ^^M^9^y^hKmm.^^bKx^m^9^y^4b^mm±&m 

[0092] wttftm tt, ^r»x@ (a) - (c) srg-t? , ^^y^h^kfi^jo^y — 

(a) dermokine- a ^^StlXJSdermokine- j3 ^V/-^fC^gJai-£^^VlM 

(b) ffifEdermokine- a #l//<?WhV< ^dermokine- j3 ^/-^ff ^7^VlMr- 
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[0093] •&ft#mmt±. KTOIg(a) - (c) Sr^tf , ^^;V<4h&4tiftfflffl<?>X?y— 

(a) dermokine- a ^>v-^ff^L< ^dermokine- £ ^^JC&liSgii-S^^VlM' 

(b) ffrfSdermokine- a ^^W^< ^dermokine- j3 ^/^|f<7X ^^ViMh 

[0094] £fc, ^W^BU^tREteLTtt, J^T<^X@ (a) - (c) SrStN ^^V1Mh# 

(a) dermokine- a #>s<?^bl,< ^dermokine- j3 ^fcte-^tl^^Sili- 

[0095] $e>lC^5SK<Z>SlJ©|8^^*3V^tt, ^TOlS(a)^(c)^tf, -Jr^VlMh 
(a) dermokine- a ^^StlXJSdermokine- 0 'g.fcfe^frbh&^^ir 

[0096] _hfBX@ (a) *5 rt5 dermokine- a /- j3 ^^^Jf Sr5S^t"5*WI&f*^ ^7^V 

Tfc&V\ 0*U<f*^9^y^h"efc5 o dermokine- a /- 0 ^^^SSrlS^^ 
iHflSte, ffl^. dermokine- a / $ #>'/*?W&*~}^ZDNA&mW$W£&1&'e 
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W&fir^??— (dermokine- a / j3 ) £\ ^^VlMr^^AI^ 

[0097] _hfEX@ (b) (C*3it5 Tdermokine- a / j3 ^/"^ H^r^^VlMM: 



[0098] £fcfc^lK<Ddermokine-a/i3 Z^s^WiX, mM^WiC^6\^X^m^X\^Z.b 

dermokine- a / j3 ^^^«<^St>U< ttflH4©*ilSr*gtRi'r5^i:i!:j; 
5-ti6S"sri6 , T**>5o *3£WJi, dermokine- a /jS^^^ffCD^^L<^tt<D 

[0099] ^mmco_tt^^mco0^\mmic^^xi^ j^r©ii(a)^(;(b)^ 

(a)^^^fflJJ^^oV^T, dermokine- a ^/^WtX<tedermokine- 0 ^>v^fl;<Z) 
[0100] _h|BX@ (a) {CfeJtS f^J^J te, X^^lfe^o-C, ilH^Jfei-^^^^-e^^ 

mjfaxfetj:\^b^®mm\^x\^mMx&<Q, -mmia^ mn^&^mjfa 
±mrMmiti,xm^~bh»jmx&% 0 

[0101] ^mm<D±mJin (b) ^£>V ^Tte, dermokine- a/ $ <D^m>\,< ttffi&tiK M 

mb\tm^xmt\,x\^mm^ mm ±&^hm^tiwmm, ^x.«M¥-h^ 
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[0102] *mWK&^x±mrmk}bte. mm. r±ft}&£xtrm&i&M#?tz>&. 

IXfSrj&^j&Jg-fo t£oT, &ftm<Djfri^\/^ti&8iK3$\t*Xf3:^ dermokine- a / 

tc.mmm,m^m^±&wmmxh^(Dtm^-r^t^x^^ 0 
[0103] j&mws'wmz. Mm±.%:frhM^-t%mm, MmmmmKm-^irzz 
tfimz-tbtiZo mx.t£. j&mm, -gam. ?nmm, mm, iwfs, mm¥ 

frfc&izm j *L>x^z>^bffi^ffl£ti. w*>. zLthb(Dm<D^—%—tL,xmmxfoz> 

[0104] *fc, JJBtftat^fcSrJBVvr, ttftov^, S¥±«L<l4SJSiJii 

[0105] w^mn m&m<Dm&%mkPmtv,x xtst&fi (i^$r) ^ $x^f 5 - ^ 
[0106] ^mmtD^^w 1%, (D^m^Bicm-^-ir^b^x.hti^o mz. 
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MMMIgfc&mirZgimck, &2&m<D*l>"<?'R(.W%.t£. dermokine- a/B)& 

[0107] *»ifi, £*T©3j£(a)*3±tMb)«rg*r, tMI-oV^T, &Jf ^m^W 

(a) Klt^^liM^tLfcK^^M^oV ^ dermokine- a ^/-^ff t>L< » 
dermokine- 0 ^y/^f©f^Kfc te?£tt£$lJS-r3X@ 

[0108] ±fB^&^*5V^-C^, X@(b)^*3it?)^5l.fi^b<f^tt^±#L-CV>§#^^ 
, dermokine- a / j3 (DlS^^hifiHi^^ii^^BtJSf^Jil^fiiaibTV^StcD^ 
¥US£*b5o — ^ 36S*fcb<riflH4* s teTbTV ^J^fC, dermokine- a / <D 

[0109] XfBr^jt^mji^. dermokine- a //5^^®0|S^L<ttfiH4©r 

[oi io] tt^tmmjimmirz^h&x^z^fo^mh^x, m«\ mk^&mu 

fi, dermokine- a / j3 ) ^i-§^^/-efetL^#^f|!IJPS$tb^V^ 0 #fJ;U3\ -fJ5C, * 

mmi-^th^smxh^o 

[0111] &3o, ^:BK^-*5V^Tdermokine-a/ / /3 ^^/^®(D^Jat>b<fi^tt(DSlJ^tt, 
dermokine- a / $ ^^W^*^S^LT^tp1g^#WSSC^ol vf, ^t(D$& 

mh\^<^m^m\^ir^t^x<>xhmMir^t^mxh^ 0 

[0112] ^TM^^te, dermokine- a ^^SI?bL< ^dermokine- j3 ^X^®, &§V^3: 
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(a) dermokine- a iftf^t>L< Jidermokine- j3 Mi^CO^^M^O^Mir^T^^ 

(b) dermokine- a itf^^L< ^dermokine- j3 Mfcl^'D&^M^&'&M&lZ.mM 

(c) dermokine- a il?fS^bL< ^dermokine- /3 }frlS^-<D|£JS^ RNAi^J^^iSPll 

(d) dermokine- a ^^fi?bL< ^dermokine- /3 ^^'Kh^^^^b^iW- 
[0114] ^c^^Mfi. dermokine- a ^^KtlX ^dermokine- /3 ^>v^Jf % $>5V^3: 

[0115] WT^(a)-(d)^^§l$j;f9il^^^b^, &3VM3:_hfE^ 

(a) dermokine- a iftf^^b< ^dermokine- jS Mfc^<Dfe^jgi(^>?H-£T^i? 

(b) dermokine- a itf^^b< ^dermokine- £ Mfc^<D^^M l %)$:¥fM&)lZ.?M%l 

(c) dermokine- a il?fS^bL< Jidermokine- £ Mfc^-CD^^L^:, RNAi^jJU^iSPH 

(d) dermokine- a ^^K&IX ^dermokine- jS 

[0116] ^0J^*5^^^7i^-r^bfl^Ti-?EHi-6^mi!UT«. 0d^L 
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coin] ^mM(Dmmh^<n^m^m^f^mw-tn, mm, ±mmm<Dm^mu 
cons] m^<D^^~nstm^ m«\ mmftmrn. ifrmftmrn. Bcrmm^m 

*fc, K^-^dSDNAJCiUa— \?&tlO%h<DX*3btl^ ^DNA^AU^^ 

[oii9] mte^mm^??— tLxtt, m%.i£, uhv^^^??—, rfsv^sv^ 

/UX^?~ts;b*&&mirZ>Z.b&X%Z> 0 m^<??— ^rfUfflb-C, ex vivo^^in vivo 
[0120] ^T, ^KSrllii^J;^ feia*«(^lt§^, «0j!«^tL^itf?!l 

[0121] imm%m&£Tfttm 

lE^fchJHS^^/lMMNHEK) fciu Wlo7n (KURABO, Osaka, Japan) \C£%%Jft 
mW^WWrnmbl^Xm Atfc 0 NHEK»£Mlhtti#:lftHumedia KG2( 
KURABO) ^"C^^L^Co 293/EBNA-l&fflJ|&te:Invitrogefri : ±(San Diego. CA)frhM 
AU 10%V^telhm&M^t'^^^y^m4—?^m& (Sigma) ^-e*i#bfc 
o ^His^ffc(Penta • His Antibody,BSA free) QIAGEN (Valencia, CA)J;f9^ALfc 

o 

[0122] [-^r>^J#cDNA7^7y— <Z>fit|g3o ittfW'ffc. ^^I^^DIG^fiRNA^ti— 
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cDNA^fV^y^-f^ £ktftlZ.%e>7&&tvttjjfe (Komiya T, Tanigawa Y, Hirohashi S: 
Anal. Biochem. 254:23-30, 1997) K$teXto&&£Tfi&yMtUfto WWl^^Zk 
, ^^mU&M (8Mf&«lBalb/c^^) ©^RNAd^fe, NotI$IJPS§Pf»fflV \ ^-y 

Wtfr^fBtt$^bfc^&^^oT(Ko: Nucleic Acids Res. 18:5705-5711, 1990 
;Takahashi N, Ko MSH: Genomics 23:202-210, 1994), ^^b1M^/V£r2[ItfTofc 

0 i%mfc<D&&m (Ei*sj;OT2) ^^scot-fe^^etb^etLiojo^u^ioo-efeo/co 

[oi23] ^^oMf^SM^yr/v^-rAPCR^^^oT, 4^-n-fE3££ti/cv^J:5 

^lJ-efe§NM016958, NM027011, NM008401:&J;tJ^JM008508j;<9 ; BigL.fc: 
^^7^^14(5'- GGACGCCCACCTTTCATCTTC-3' (|S?"J#^-:9) :IHI^fR] 
„ 5 ' - ATCTGGCGGTTGGTGGAGG-3 ' (IE^lJ#-^: 10) riSb^ft) , 
-^^^■^^(S'-CAGTTCTACATTTGTGTTGCACGTC-S' (@B^J#-^: 1 1) :HH 
#|oh 5 ' -TTGGACAGACTCTGGAGGAAGTCAG-3 ' (IE^IJ#-^ : 1 2) :j^^"[r]). 
tr&XsfyTyV > a -M(5 ' -TTGAAAGGACCCCAGTGCTGAACTGC-3 ' (g£^lj# 
-^-:13) :JlR^[B], 5 ' -ATGGAGCTGCCCACAATGAGTGGTACAG-3 ' (|S^lJ#^-: 
14):^fB]X4oJ;^ 

-^t>^riy^y^(5'-CCTACCTGGCCGTGCAAG-3' (@B^J#-^:15) :JlR;fr[RK 5' 
-CATGAGAAAGTTAAGCCCATCG-3' (ga?lj#^-: 16) :^^Tb])o 
^W^-f:/^— (El*5 iU?E2) ^^7-r^^y— (E0) £PCRfi?#f t£ 

^IJfflb^o — ^teftgP^^ol^TfJI^Uh(tiy^y^; ACt metod. User 
Bulletin 2, Applied Biosystems) 0 
[0124] E2y4yy ] J— ^Notl^o ■OTSain^^bU #^fc$r>t£pBlueScript KS(-) ( 

Stratagene, La Jolla, CA) cpf^n— ^^^Lfc 0 ^n^- ^r^Sfl^l^jliRL., cDNA 

Native Pfu DNAtf?y^7^-if (Stratagene) 3rffll\ ^<^— :7°7-f ~^—<DM 

RNA*°y^7— if Zftt— 9— SS^J^il^P^tLSo T^ir^^n— :/ (Stratagene) 
^SH^f' ^ T7 RNA/j^y^^^ — if ^ffi V ^cRNA$S^£:Nunc MicroWell™ 
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— MNunc, Roskilde, Denmark) t^*3V>Tffo^: 0 -fe^^n— ^ttT3 RNA^U^^— 
if (Stratagene) SrJBV ioTf^RLfc, 
[0125] [/N^7k— ^VHn situ/N-Y^y^Vif— Va^(HT-ISH)] 

96^cn/KD7V— h^3o{t§HT-ISH^ttf^|B^$tvfcafiD^fTo/t (Komiya T, 
Tanigawa Y, Hirohashi S: Anal. Biochem. 254:23-30, 1997) 0 ffi^^jzf!^^. J^ffc 

H^^lfcR (PBS) cp-t?l%v ? ^/Vt°n^7/V7K^— h(DEPC) l£«fct>^m-ClB#|ia 

[0126] [7— ifV^n^h] 

(Dj^^^^^^^jfecD^RNA^, Chomczynski*3«J;tJ ? Sacchi^«t9IEife$tt 
fc^&^^oTf^^L/cCChemczynski P, Sacchi N: Anal. Biochem. 162:23-30, 
1997.) o ^RNA(20 J ug)^rS^,^clbL, Hybond-N+JJ^ (Amersham Pharmacia Biotech 
„ Little Chalfont, U.K.) K&ft^fCo 

dermokine- a /- j8 (EI2BCQSK063F08). dermokine- jS (g|2B<£> j3 -probe). Kdap 
(XM149907)*5j;tJ ? suprabasin (318-765bp of BC051531)<DcDNA||frK"{3:DIG RNAt^ 
SfcSf-s*(Roche Applied Science)^ V^T, DIG^f^^Jfeb^ 0 DIGtlf^RNA7°n— zf 
^tfVMVWVif— i/a^fi, Mit^ (Roche Applied Science) ^J^fB^tWc^P 
Y^—MZ-lfeoXftotLo S^r (D^|^(DK^^^*DttS dermokine- a / 0 (D^Ji^, 
Mouse Embryo Full Stage Blot(Seegene. Seoul. Korea) ^r^V ^XW^\^fc 0 
[0127] [SEAPgl!^^/^ff<D:fcfe<DcDNAy£i— ^^sf$5£TfM^] 

H^^cDNA^, Superscript Ilj^fe^^* (Invitrogen) ^V>Tth / Si#^RNA( 
Stratagene) ^blSbfc, thdermokine- a $o£Xf- j8 (DORF^— Ki-§DNA|ff^t 
fi, 5'SalI-dermokine- a (IE^[f#^-: 17/ 

GTC G AC GC C AC C ATG AAC ATG AAG C C GGC C ACTGC ) /3'Notf-dermokine- a 
-fJ^— (IS^IJ^-^-: 18/GCGGCCGCCCAAAACTTCACCCACTGCAGCAGG) 
^iU^'Sall-dermokine- $ Z?y4^r— (gE?lJ#^-: 19/ 

GTCGACGCCACCATGAAGTTCCAGGGGCCCCTGG) /3'NotI-dermokine- $ zf 
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5M^— (gE^IJ#-^- : 20/GCGGCCGCCCAAAACTTCACCCACTGCAGCAGG) 
^fl^rtim V ^PCRid ioTi#i|iMbfc 0 thKdap^o itl^suprabasin (0.7-kbHff>t ; Park 
GT, Lim SE, Jang S, Morasso MI: Suprabasin, a novel epidermal differentiation 
marker and potential cornified envelope precursor. J. Biol. Chem. 
277:45195-45202, 2002.) (DcDNAte, S'Sall-Kdap^^^ (gfi^!J#^-: 21/ 
GTCGACGCCACCATGAAGATCCCGGTCCTTCCTGCC) / 3'NotI-Kdap^^^f v 
— (ga^lj#-^: 22/GCGGCCGCCTGGGCATCAGGAGTTGCGCTC) 5$£Xf 
5'SalI-suprabasin^-f-^— (BE^lJ#-^-: 23/ 

AATTGTCGACGCCACCATGCATCTTGCACGTCTGGTCGG)/ 
3'NotI-suprabasin7°7^-^— (@B^J#-^- : 24/ 

ATATGCGGCCGCGCAGCTGGTTGGCCTCCTTGCTGG) Sr-ttl^Pttffi V 
<£oTi|i|>SWc 0 ril,E>©:/9<4V— f*^T»GenBankT^-fe-^i/3^#^-^^<5V vC 
B£f+L-fc:AK003695 (dermokine- a ) N BC035311 (dermokine- j3 ) , BX1 12106 (Kdap 
) *d iU ? BC063640 (suprabasin) c 
[0128] rjft,£><£>cDNA£\ (His) COOH^^^^tl&&<Di/^;V^^V&$0<^X 

6 

v ^M7/^y*x7r^-^ (seap) Sr=3— KLTV ^cDNAOS'^S^ife-^^ 

-frfdo pcDNA3.1-SEAP(His) UfcSEAP (His) 3r 

6 6 

pDREF-SEAP (His) ^fefflflgLfc (ikeda W, Kakunaga S, Itoh S, Shingai T, Takeuni 

6 

K, Satoh K, Inoue Y, Hamaguchi A, Morimoto K, Takeuchi M, Imai T, Takai Y: J. 
Biol. Chem. 278:28167-28172, 2003) 0 SaH33«fc - CflMotIt£<fc5$ i g'ffcl&fc x dermokine- 
dermokine- j3 , Kdap, ;&J;t£suprabasin<DcDNA^cDNA3.1-SEAP(His) cpOO 

6 

Sall-NotlgMfc^n— ~V^L^ ^;fX^lpcDNA3.1-dermokine-a-SEAP(His) „ 

6 

pcDNA3. 1 -dermokine- jS -SEAP (His) N pcDNA3.1-Kdap-SEAP(His) $o£ZF 

6 6 

pcDNA3. l-suprabasin-SEAP(His) £r#fc„ ^tlh$&L^?&' — ^TransIT LT1 ( 

6 

Mirus, Madison, WI) ^rfflV^ittJ:^ 293/EBNA-l&HJJ&^2$ALfc 0 TALON 
Superflow Metal Affinity Resin(BD Biosciences Clontech, Palo Alto, CA^'fSifflL-fc 

^fB^Lfcil^^ttBbfcdmai T, Baba M, Nishimura M, Kakizai M, Takagi S, 
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Yoshie O: J. Biol. Chem. 272:15036-15042, 1997) 0 WMl^fcSEAPM^^^W 

[0129] [^^/iMh^^'tfhn^Hb] 

t^iSbTV NJfcV ^lE^fch^^^/lMhSrHumedia KG2i%M (Ca 2+ M)g. 
0.15mM, ^>TSf*tt^^(BPE)^t?)lin.cf'(2.5X10 3 {i/ / cm 2 )(D^S-I?#t:, 2 
0 fligiLto ^T^JiS^tt•€t^BPE^^V \ E^Ca 2+ l#ifi (Ca 2+ 
0.15mM)$)§V>{i^Ca 2+ l: ; &ifi(Ca 2+ 1.5mM) Xffi\H]frltfcftl.fc 0 ^^VlMh3r#C 
^E^Ca 2+ l§iffi^-e2, 4*5J:t^6 0 RU fe^V^^Ca 2 ^^^ 0 Rgig#Lfc 0 
qRT-PCR^fflV^fc£><D^RNA^ RNeasy Mini Kit(QIAGEN) WC^X^O^B 
J5ft^ibIMUc 0 h7^^^^^3>'^i-5^'^Ji. TransIT LT1 

keratinocyte(Mirus)^rffiV^T— 0 @£>0.15mM Ca^lri^Lfc^^/IMM^h^ 

[0130] LfeA&0VT/P?4J>>RT-PCRft$f~\ 

Balb/V^X) /^£>, RNeasy Fibrous Tissue Mini^h (QIAGEN) ^ffiV^T^RNA^r 
MMbfCo RNA PCR3nyb(AMV)Ver.2.1 (TAKARA, Shiga, Japan) &9>i?J*t£9m. 

^yT/V^^APCRtt, QuantiTect SYBR Green PCR^^yh (QIAGEN) 3o=fctMBI 
PRISM 7700 Sequence Detection System (Applied Biosystems, Foster city, CA)l:\ 
SYBRGreen l&m^ft<DmM&MMir%Z-b\Z.£<>Xr.M4kl,Xft<>fc 0 ^94^ 

— ^wc(Dm^wmm^m^x^x^^vT/p^j^pcRm i ^y4—^(95 

°C155>, *5it/95°C15#*D it/60°C1^^40i^^/V) iC— %ct%> XyKT^^Z 
tlfc 0 ^«rt$|3^^(^y-fe/VT7^tK-3-y^^tKn^>— if mRNA; 

ACt method, User Bulletin 2, Applied Biosystems) K^>\ ^XM^ikL<fz. 0 Zfy^ 
—<D~kvhfe£XT<Db$3<9X&Z> 0 
[0131] ^">^dermokine- a (AK003695) „ )III^fR]7 0 ^-e— (5' 

-G ACTGTAC G AG AGC AC AAC C ATG-3 ' /ia^lj#^- : 25)^o XXJj^Jf 1^1^74 
(5 ' -CTGAACCCCAGCTGTGGC-3 ' /ia?lj#^- : 26) ; 
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-^^dermokine- jS (AK081753) JMJifaT'?^— (5' 

-CATGCCCCATCTCCCAGC-3 ' /lE^g^ : 27)^5 XXf&jjlv}^?^— (5 ' 
-CCCTCAATCTGTTTCCAGTTGAAG-3 ' /|E^IJ#-^ : 28) ; 

r>^Kdap(XM 1 49907) JlR^" \a\ ■^9^— (5 ' 
-ACTGGCACGTCATCACTGATATGTTC-3 ' /IE?lJ#^- : 29)*d J; (^f*^^ 
-^—(5 ' -GGAATCAGGAGCGGCACTTC-3 ' /IB?lJ#^- : 30) ; 
^^suprabasin(AYl 15494), Mftfa"?^ ^—(5 ' 

-GTCAACAAGCCATTTATCAACTTCC-3 V@a^'J#-^: Sl)^^!^^^^^^ 
—(5 ' -GTGTGACAACCGGAGCATTC-3 ' /BB^J#-^- : 32); 
-^>^GAPDH(NM008084\ )Wo^\^ : 7^-~ (5 ' 

-AAGGTGGTGAAGCAGGCATCTGAG-3 ' /IE?!]#^- : 33)^5 XTf&jjlv}^^ 
—(5 ' -GGAAGAGTGGGAGTTGCTGTTGAAGTC-3 ' /IE^lJ#-^- : 34) ; 
fchdermokine- a (AL832080) JW^fR]^^-^— (5' 

-ATGAACATGAAGCCGGCCAC-3 ' /gE^J#-^ : 35)3o XTfMjjfay*?^— (5 ' 
-CGTTTCTGCAGTGATGACGCG-3 ' : 36) ; 

fchdermokine- £ (BC035311) JlR^-fR]:/^-^— (5' 

-AAAGGCCATTGGCAAAGAGGCC-3 ' /IE^lJ#-^ : 37)*5 it^^^^M^— 
(5 ' -ACCCTGTTGCCCAAAGCATCTG-3 ' /@E^[J#-^- : 38) ; 
fchKdap(BXl 12106), (5' 

-AACTGGCACGCCCTCTTTGAGTCTATC-3 ' /IE?IJ#-^ : 39)3o i0f^|n]^7 
4-^— (5 ' -ATGGTCACTGGGCATCAGGAGTTG-3 ' /IE^IJ#-^- : 40) ; 
t:hsuprabasin(BC063640), JHI^"[r]7°^^— (5 ' 

-AACCAGCTGCTGAATGGCAACCA-3 ' /|£?lj#^- : 41)^5 XXfWjjfa-^y^— 
(5 ' -ATG AAAGGC GTGTTG AC C GAGG-3 ' /IE?I]#^- : 42) ; 
fcMrW>-10 004029), flg^fBj^-Y^— (5' 

-CTTGGCAGAAACAGAAGGTCGCTAC-3 ' /Wfflgr^ : ^SoSXf&jjfa-fy-i 
•^—(5 ' -CGGTTTCAGCTCGAATCTCTTGC-3 ' /gE^lJ#^- : 44) ; 
tM^W^y^(M13903), M^^y^— (5' 
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-CC ACCC AAAC ATAAATAAC C AC C C G-3 ' /ia?lj#^- : 45)3o £Xf&jj\*}^94 
•v— (5 ' -TAGCGGACCCGAAATAAGTGGAGC-3 ' : 46) ; 

fchTGase 1 (NM000359) JHI^[r]^^— (5 ' -ATGTCTCAGGCCACGTCAAG-3 
' / /ga^(J#^ : 47)*5 .fctWg^ft:? "9-^— (5 ' -CTGCTCCCAGTAACGTGAGG-3 ' 
/WiJ#^- : 48) ; 

th £ -actin (NM001101\ )Wo\^\'7° ; 7^— (5' 

-ATCAAGATCATTGCTCCTCCTGAG-3 ' /BB?!|#^ : 49)*3«ttJ ? i^^' ft^WV 
—(5 ' -TGCTTGCTGATCCACATCTGC-3 ' : 50) ; 

*5iU ? thGAPDH(NM002046), Jlg^l^^-Y"^— (5' 

-ACTTCAACAGCGACACCCACTC-3 ' /le^lJ^^- : 5 1)*d J:U?^^[B]^ P ^-^— 
(5 ' -CCTGTTGCTGTAGCCAAATTCG-3 ' /BE#|#-^ : 52) Q 
[0132] l^ty^]&K&\^X^^\^tdi&fe^<Ds^*/V~~7yHn afto/^C?})?^— isa 

^M^^^SMt^ftlBalb/c-^^OW^^Jt^^cDNA^-r^y— SrfKKU 

V~&5&<i%^k£tlfcfa&WM1r%ti£>K, -^^(D^7^^14(NM016958), ^ 
^^5(NM027011\ ^^U>-a-M(NM008401), :JoiO«ny^y^ (NM008508) 

b&1otiZ>M$fiWX*ftotc 0 cDNA8mffl<DA&M*£4k1rZ>1t)to, ny^y>- C DNA<D 
ItZLbtf^Ztiito MMffyte, 4^TJf))i/ a-umu. teX^— ^ffrfci&toL-cvyfco 

500»^n— ^(DDNABB^I^^^^^fPttbfCo ?7^$— WSsfrh^ 4¥%3^ik&£Tf 



WO 2005/083075 



55 



PCT/JP2005/003458 



^(DMIStt (redundancy) ^O^WL^f' - t&^~f- 0 

[0133] ^yxcD&mmBcn, ^^(D&m^x^mm^com&x^m^ ^mmm^v 

^tmc\$rt\^o ^toXi^mm^h^ s^^/V—zfvHn situ/M^y^Vif— i/B 

^(ht-ish) KtetfzmtttDm^mtft^^i&mfeir&fcm^ , v^^mm 



(8M#pBalb/c^r>X)^/T^£fflUc: 0 §]>i-^96-^^/V77^5/^7V— h^)^^^ 
/KlOO^V— h;f+9600^l>i-)-h^lSMb7>^, J^^bcDNA^^y— ^ibMSlL. 

[0134] ^(D^COga^J^r^^io-C. — 600<£)fi:fgWicDNA^i3— aft&Ufdft 
fs^^^ 0 f Co ^K#e>«rtte><Dit^ J f 1 lJ:*fi-Sin situ^MVW-fif— 

(D^tefcovvCfMBU gtlfefeUWtt— ^«:K*0»Ufctl, ^Vx&mMBKDft 

m&jftm ^*sv ^^smuti i6«<dm g <d^h— ^s^w ^surl^ ^tvb<^ 

y^A, Kdap, 7°^^>^ a „ *?TM'*&fe&>Tyt\f . ^U^jS -2^^ 

ht-ish^^/m*, mkvxmiBKmjfco um<Dm^tmz<. v^t^y^A, 

Kdap, ^oit^ny^y^cD^m^^tL^tL, fflM/^JM-L, fflEJB_L33J;T« 

^iJB^PSMLfc(AL-Daraji WI, Grant KR, Ryan K, Sacton A, Reynolds NJ: 
Localization of calcinurin/ NFAT in human skin and psoriasis and inhibition of 
calcinurin/ NFAT activation in human keratinocytes by cyclosporin A. J. Invest. 
Dermatol. 118: 779-788, 2002.; Oomizu S, Sahuc F, Asahina K, Inamatsu M, 
Matsuzaki T, Sasaki M, Obara M, Yoshizato K: Kdap, a novel gene associated with 
the stratification of the epithelium. Gene. 256:19-27, 2000.; Mehrel T, Hohl D, 
Rothnagel JA, Longley MA, Bundman D, Cheng C, Lichti U, Bisher ME, Steven 
AC, Steinert PM et al.: Identification of a major keratinocyte cell envelope protein, 
loricrin. Cell 61:1103-1112, 1990.) o ^k^^jlfSHT-ISH^y— ~>?1$±&< 
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[0135] &mm f^*3v ^xmm^titcWrMm^com'm 

rtUb<7)116fl|(7)cDNA^n— ^pBUg tC*3V >Tin situ/N^ 
y^-fif— i/3^>^/VAm^mzfoM£tltc.ffiMcDNAmK (SK063F08) 
Ut(l2|2A) 0 -?T(DifMcDNA^n— XD^^^fM^ ^^CO^m^thfc^m 
BTtg^ESTx r — ^^^L, SK063F08(D^ie^!j^#i-^EST^u— >- ( 
AK003695)^^Lfc(H2B) o -7^^j#^*5it^AK003695(D^Ja{*, RT-PCR^ 
£«9#iSbfc 0 r<DAK003695 ESTtt, 22bp<D0V ^5'-#NfSSRfJ^(UTR\ 
fg<7>T$/^ (IB?IJ#^- : 53) ^=t— KLTV ^315bp(D^-— !7Vy— =f^^U— J* 
(ORFX *5 XXl^VTT^Mtiy^/^^t^Z24bp<D3'-mR^hm^fhX^ ^tc 0 

[0136] Hfc* t"— 5^<— ;*^lJ^i9;^EST ^081753)^11^0 ^«3'^^( 

98-65 7bp)^K003695£LT|^CIB^lJ^>;nTL-Cl^ o rtU3, ^tl^cDEST^;*:/ 
^>^V^yT^h-efe^^^L-CV>§(Bl2B) 0 ^;*,&J»^:|of:)-3AK081753<D 
^§?!&, KT-PCRlC£K)WM&tlfc 0 AK081753^^-j^i-§VKo^^(D^ti— 
tvfccDNAO^^V^-^KIE^'JCOclose examination^ J; «9. AK081753<D743bp<DgG5> 
^lf@(D^^l/^-^K>:^, 1132bp^ll33bp(D^^27bp(D#A^ ,K.mi97-1244bp<D 
^(D48bp(D^^^|K|^;$^o MlELfcAK081753 ESTgS^Jf*. 170bpcO^V^ 
5'-UTR, 5\lT^/^(D$>s<?W : £^--}?~fZ>lttAbv(DORF, $o£.T$i$V T*f~Mt 
^^/V^tp320bp(D3'-UTR^LTV *ft (02B) 0 

[0137] thEST-7 2 — ;*U::j8V ^T, -^J^EST (AK003695*5 £tMK081753)<7>^ \Z. 

M^Xffi^ite^f'^CDEST (AL832080*5j;U ; BC035311)^|RlSLf'(El2B) o ^.frbh 

^X^^^-KBB^iJi/-</v-e*3j;-?:63%*Dj;t/55%^|— Cfc«9, T^/^IE^iJw-^/v 

TOV^^54%^— l?&o:/j:(|E|2B, C) 0 ^|^K^M)22(D-e^^oJ:TOhEST-e 
&SAK003695, AK081753, AL832080*d it^BC035311^^^i-^ia^lJ^, =aUV^ 
^i^ftPI^tL/'mR^^SP'fiL^— ifcbTV vfc(Kozak, M: Nucleic Acids Res. 
15:8125-8148, 1987.) Q 
[0138] AK003695, AK081753, AL832080:&J;tFBC035311(D^^T^/g£ia?lJte, 

GenBank(Dhb^^i^(D^\\t(DMM\^^^^-ofc 0 dermokine- j3 (^l^T. 2 



WO 2005/083075 



57 



PCT/JP2005/003458 



ni^V— ZsBl/fflQLi^Ctpft&M) * So it^dermokine- a /- j3 lil&V vOKO/5><D 
fft^N-^^h-fl/^ ^ayW^ofco ft^^V>r^(C, SignalP server^ ^ 

@E^J^rtiSb7t(http ://www. cbs . dtu.dk/services/ SignalP-2 . 0/#submission) o j£ ^ 2 
o^7-f^^^Tyb (splicing variant) {c£%CMM(D^%M$fe. 
V^pHi:^b(pI=10.3;|E|2B, Cfe it^H4A#fiS0 N ^frJ^^^^yff (BMP) 
„ eotaxhu Hiltlf rSMit^SH^- (FGF) „ >fV^— y^n^- j3 (IFN- /3 ) , WV*— 
=¥>-(lL) % Jfe/JN^S^^SH^(PDGF), WntJfeif(D#>sr^-fh^^^*DV^ 

^7^^>^Tyh^, ^-^rWdermokine a *5j;TJ* j8 J bfo& bfc(g|2C) 0 
[0139] [dermokine - a / j3 it'fs^^^j^] 

Ensembl Human Genome Browser} 1 ^ ^'fe , ^19ql3.1_ht31t!hdermokine -<x$o£TJ^ 
-i3 ^*f^itf^^-^5AB^tt(ENSG00000161249) N ^flU.— 14-kbOf5ffl^jK^ 

oTV^ 0 g|3A^^i-j;5^^ fcMermokine- a *5«fcTJ*- 0 ^^^H^^me 
fi(D^y^^/^ 0 dermokine- a itfs^-(D^df-y^l^, Jft^fS 

Wimi^M^^^y^^mm(Dmif^^ dermokine- 13 mtt<D^V>l\5o 

V^ 0 tg^&t-lh =3 FVf2 dermokine- a (D^^V^S, ir?jzfr>1b dermokine- j3 GD^dpyy 
15rt^'a'^tt/^o ^^^^dermokine-aZ-jSiftfe^R - ^ Ensembl Mouse Genome 
Browser^SoV^-CENSMUSG00000036665ib-C, th^4ott§19ql3.1^yy^— ^ 
*^"b^J^-e$?§^fe#:7_h^^5/fcVy^tL7ho ^dermokine- £ jHS^-<DIE 

$:fe£tvrW£V^#\ |^C^V^*j^^-^y^dermokine-ait{s^-jM(Djaja^ 

[0140] \lh%k&f$19ql3.1b^^7^f%k&mz.$o\^X, dermokineftfc^^MjjW^^^V 
^h-^^^y°^K^^suprabasinS3i:tJ?^r^y^h^b-|MiS^^^y® 
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(Kdap){;ioV>T«&>fco(Djtfc^, ^tr^$H-C*3«5(ia3B):*i£ % jPJ^^"?^ 
KttfiJB±filC^V^TiftS^55^$H5r.i:^*^$tb^(Oomizu S, Sahuc F, 
Asahina K, Inamatsu M, Matsuzaki T, Sasaki M, Obara M, Yoshizato K: Kdap, a 
novel gene associated with the stratification of the epithelium. Gene. 256:19-27, 
2000. ;Park GT, Lim SE, Jang S, Morasso MI: Suprabasin, a novel epidermal 
differentiation marker and potential cornified envelope precursor. J. Biol. Chem. 
277:45195-45202, 2002.) o Jl^tcStWU:^ suprabasin, dermokine- a /- j3 *5 XXf 

KdapMfcTO, fe^^i^c^r^^rcojiR#-eMA/-ev^ 0 ^7^/iMM#Mift^ 

Sr=»— KL/TV >*tM#MW*^y > fe^T/V7 f tK-3-y ^y'tKny^— 

if^J:U $ ^tf^^tCl^Ji,i~^GPR43tz:>f)-i-§it'fs^-«, , suprabasin<D_h#ft:io 
J^KdapOT^fcteSLTV^flSCWelch JE, Schatte EC, O'Brien DA, Eddy EM: 
Expression of a glyceraldehyde 3-phosphate dehydrogenase gene specific to mouse 
spermatogenic cells. Biol. Reprod. 46:869-878, 1992. ;Sawazdargoib, 1997), L^L- 
Z.tlh<Di&te I ¥'ti:. suprabasin, dermokine- a /- j3 XS&TfKdapkfelxtt&falZfe^ 

*j~Z>b^5Z.k^ suprabasin, dermokine- a /- 0 *5 J; OTdap mRNACO^^S, I^H 

[0141] [dermokine- a /- # , Kdap&itFsuprabasinO^SS] 

EKAM^UfcJ;?^, SignalP server}*, dermokine- a /- j3 FiftC Kdap^oJ; 

^suprabasin*), ^tV^(DN-^«^fi^>^/Vffi^J^i-§M^bfc(g|4A) 0 £ 
*l/f3\ J^BUlCKdap^*3V^Tif j^$tb"C*3«9(Oomizu S, Sahuc F, Asahina K, 
Inamatsu M, Matsuzaki T, Sasaki M, Obara M, Yoshizato K: Kdap, a novel gene 
associated with the stratification of the epithelium. Gene. 256:19-27, 2000.), —Jf 
suprabasin<DN-7^®f!2kttia^Jte , W&ffytefflKMFM^klsX^tttlX* ^ 
(Park GT, Lim SE, Jang S, Morasso MI: Suprabasin, a novel epidermal differentiation 
marker and potential cornified envelope precursor. J. Biol. Chem. 
277:45195-45202, 2002.) o L^L-, dermokine- a /- j3 , Kdap^oilFsuprabasiniftfs 
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$*L5yi3WUfc<fc5 0 ^^^P^ir^tM^ thdermokine- a /- jS , Kdapfe 
it^suprabasin (0.7-kbfe^jg^)cDNA^ Hf?LS»^^^^^— 
pcDNA3.1-SEAP(His) ^#Ab> ^fr&<AC-^$SB£:SEAP(His) ^^#{tbfcgfe^ 

6 6 

^>v-^fC^gJa£-fr7c 0 ^^Sf^^^if i^Uh293/EBNA-l;S«^ 

>^^x^m^ntc(m4B) 0 m^^^it, sds-page^vw^v^ mm^& 
[0142] ^-^m^y^-i-^mm^, ^tib^m^tit-m^-^^'MK^ ^x 

WLVmfrtlXX^fa^fr&m^f-o ftU^fhfzM-&?l/^W-Z&* . TALON 
Superflow Metal Affinity Resin\Z£W%^^Mfah^^<D bVX%nWi£tlfc(m4 

C) : ;£ft§^ffl V ^fch^^^ys^^ftteXTfm^^kftX^ dermokine- a 
-SEAP(His) , dermokine- j3 -SEAP(His) „ Kdap-SEAP(His) „ $o£Xf 

6 6 6 

suprabasin-SEAP(His) te^g-^, l|Xm0.15mg/L, 0.3mg/U 13.5mg/U ^o^tFlSmg/L 

6 

z.thh'Dftm^^m-t, ^ma^mAA\z.m^x^m\^fitz.x.Dt^m'&n-^miy 

^^mn&X^^XX^^b&mhfaKt£<>fc(m4C) 0 Z.fbh<D%}% J U, dermokine- 
a/-j3 , Kdapdoit^suprabasinf*, ^tt^cDN-^^^^oV^-C^aiff^tb, Mi-HS^^ 

[0143] [MH^ft^dermokine a *3j;t^ 0 , Kdap&ktM£suprabasin<£>3§?&^— I/] 

^-^^^M^^ott^dermokine- a / j3 , Kdap*DiU?suprabasinfe^^^)(D^ 
7— ifV^5/h^J:«9^;^b7i(lll5A) 0 dermokine- a $o£Xf- £ ©p|^t/W 
^y^VXi-§SK063F087°a— ^(02B#^)^, ^jt^*5V ^TttSK, ff(C*5V^ 
fiilV^fco^^^KO.ekbjoi^.Okb^ffiLfcCDermokine-a/^ , H5A);SW 

^©^Sd^b^BfUT, ^XktfV^m. ^tV^tbdermokine- a J3 ^^J-JSLT 
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V^^tx.W5o Mftk. dermokine- j3 -#m^J7°a— y\ 0 -^n— 7\ IH2B)^ffi 
bfci:r^>, 2.0-kb/^^K<Z)^^t±]b7 v c(Dermokine- i 8 % H5A) 0 Kdapte, If 3o£tF 

suprabasin^s^^O.T-kb^^m^-kb^^^^^V^yT^h^^Ja/N^— ^te, 
dermokine- a /-jSO-^tbir^^i^MbTV^TtCSuprabasin H5A) 0 

[0144] ^1 te\ 431^ &_h^jMH^:&ft3dermokine- a , - 0 , Kdap*3«tt^suprabasin(D^S 
S£:J£ftftiy TtV94 ART-PCR-e^tlfbfc:M^?r^i- 0 ^RNAte8M#ptt| Balb/c-e 
!^^^(Dil>5r ft J^^friS^kf^U ^dermokine- a % - j3 „ Kdap, dSitJ 5 
suprabasinfc^Mfaft:^^— £JB V >TSYBR Green^— ^^iKjUT/V^-f^ 
RT-PCR&frfcofco ^f— ^^rtgPGAPDH mRNA^M^oV^T^f*MbUt, 
GAPDH (xl0" 3 )^^fi-§l;b:- = 0—0.1;+ = 0.1 — 1; ++ = 1 — 10; +++ = 10—100; 
++++ = 100—1000; +++++ = 1000—2000; ++++++ = 2000— 3000 o 

[0145] 
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[0146] ^tm/— ifV^n 5 /h(D^^i:#l'^^:<— gfcU dermokine- a / j3 , Kdap*5 £Tfi 
suprabasinte, S\ fifff^, ^it^ll^^^Mjg-h^t-^V ^^Mt^ 
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Kdaptf^ZoXTfBWtXm^tl. suprabasinteJJ«^m£tWc£l 
(Oomizu, S., Sahuc, F., Asahina, K., Inamatsu, M., Matsuzaki, T., Sasaki, M., 
Obara, M., Yoshizato, K. (2000) Gene 256, 19-27, Park GT, Lim SE, Jang S, 
Morasso MI: J. Biol. Chem. 277:45195-45202, 2002)^ifcLTV^ o f£b%. 

^FBTft'efeofCo dermokine- a / j3 % Kdap&efcT^suprabasinte:, ^^(DM^V 

m ±m^m^^:xm^w^xmw^nx\ ^g. n m^x\ 

{^(stratified epithelium secreted peptides complex))^$^"f~§^l^ ; SrM [I B"f -; 5o 

[0147] m^mm^-hfe, mm±Bc\*ix\ sscmm^m^, mmiatmu ^vx&m 

^:8t<DmWmy\\^\^X, in situ /n^DW- ^3^W^fofc 0 8j@(Z)^^ 
^aSr^UvK"^ dermokine- a /£ , Kdap:&J;tFsuprabasint;ioV^<DT^^i?^;^ 
7^«ir^cRNA7°ti— ^^vf^U^XLfco El5B^Uti5^ dermokine- a 
/- £ (SK063F08, 02B), dermokine- £ :7°P— :/( j3 probe, ®2B)3o itFsuprabasin 

^-/V^^C/to *J1M^ Kdap-#MW^°n-^«, ^-OomizuM^^UiJ;^- 
„ #6>#^jg(D^®_h§P^^^^y^VXLfc(Oomizu S, Sahuc F, Asahina K, 
Inamatsu M, Matsuzaki T, Sasaki M, Obara M, Yoshizato K: Kdap, a novel gene 
associated with the stratification of the epithelium. Gene. 256:19-27, 2000.) o ZLfbio 
(D^mt. SSCM^(D^mt. ^ft^:&ft3^^/lMMkeratinocyte) &MM 

it / ^i^mh-r^m\mmt^fit^t^m^x\^ 0 

[0148] [SSC m%$5£XfSr9^/-y-4bWk] 

K<D^£H#^:Jo$t3dermokine-a/-£ SK063F08:7°n— :/^f£J!U / 

—f^u^yhiC^U^fCo H6Ai^L/cJ;5^ dermokine- jS fi, E15.5-C^|i, 
£tvt&$>, Z.<Dmm-Z, m&iM^tm^m^fXh^o dermokine- a E16.5^m 
nSifeX&lQ, E17.5^-eit^)Pb, E18.5^.XKWJ^ir^ 0 ^;fUb<D£nJ?J3\ dermokine- 
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a/-0 fs, ^v^^mmk^^x^ in vwo\^n^&.(Dm.mit\z.m^x\^ 
[oi49] fk&te. sscm®b^^;whMk<Dm<Dm&&wzftmir5ititoiz, » 

^fch^^VlM'r-tfMn vitro^k©Wre<^SSC0^^^^</KD^t:Sr x qRT-PCR 
^tJiiWLfCo £<£>$Mfci3\ Ca 2+ ltg(D_h#(0.15mM^^1.50mM)^J;§^\ *fc« 
0.15mM Ca 2+ X<Dmm&&(D±m2 0 W*&3fe&>£>6 0 ffi&ZtltCo fc 

^^^bT^o^CPoumay Y, Pittelkow MR: Cell density and culture factors 
regulate keratinocyte commitment to differntiation and expression of suprabasal 
K1/K10 keratins. J. Invest. Dermatol. 104:271-276, 1995.), Z.<DZ.bfe^ qRT-PCR 
ItCX^O, ^r9^>10, TGase h *5J;W^/V^y^<DmRNAl^^<7V^S!lSi~§^i:^ 
£*9#iE£tLfc(H6B) 0 »5tcS!V^£teU SSCmVO<D$&mZi£X ^ H&MfrWm vitro 

[0150] [Dermokine- a ffi^^sy-'fh(D'frfcKR&1r&W] 

7kl^7^y^b<DWkteDennokme- a &Rl£i-^W&M^fc 0 12 well distil 
M0.15mM Ca 2+ #^T"C\ 2500 cells/ cm 2 ^i$^Lfc^^/lMM£*fLT, fch 
Dermokine- a CDC^WlJ^HA-tag^oitfccDNA^^aigtt^transfection^i^^Ji, 
£itfc 0 -^(Dl^, 6 0 #^total RNA^dJl&i-^ Dermokine- a &?&&&ltl£fr ! ? 
^yiMHSMock^Jt^T. ^TlCtaotal RNA<DHIl|XS^|£d^o^i(|g7A) 0 ^<D* 

5^RNA^^qRT-PCR?ii^J:«9-?:(D^|i 1 i^GAPDH^2p^b-C^ALfc^^^>, 
Mock^it^T, ^T^tC_h#l,-CV>fc(IE|7B) 0 r<£>*teDermokine- a <D$&mz£V 
^7^S^h<Dftik&i&m&tltc^&^m^fc 0 &L±<D&i>*t>^ Dermokine- a li^r 

[0151] lssc?>/<?wmfcMir%l7Lfo<Dfc!ffi 

thdermokine- a , -j3 . Kdap N Suprabasint^i-£r>f-^y^n— 
JE£*t"5&(£|S|4-Cffll\fcu pcDNA3.1-SEAP(His) vector^t hdermokine- a . Kdap, 
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Suprabasin£r*SAU/ct>CD, RXf, Dermokine- /3 fab^ dermokine- a £<£);£ii§|55>£r 
X^f'hCO (dermokine- /3 - AC) £rf^/&L (g|8A) „ 293/EBNA-l }£:Jol ^T^iitt 
iZ-Z&lg&'&ito ^btltzffi^lgi&fabTALON Superflow Metal Affinity ResinfcJ;^ 

skm&ntco nbfrifctfukm&m^x, h?ic<293/ebna-i^— Mtt^th 

dermokine- a.-#,-/3-AC, Kdap, Suprabasin^^^$i±-fd#^_L?i KML-X 

immunoblot£:ff ofc c ^Jfctf fe^nb<DmmM<v?^<?m^M^xRfo 

[0152] [^e/^tz— /VfiifaCDi^W] 

^e/^rri— i- /Vfafo(D$nWL : &VFWr$-Z>M^ pcDNA3.1-SEAP(His) ^^—\ZMh/ 

6 

-^^^dermokine- j3 (DC^X^M (dermokine- 0 AC) cDNA^#ALf'^il5L^<^— 

293/EBNA-l (C^Ab—iitt^^ia^-fr^o #tbtbfci:«_h}# ^tbTALON 
Superflow Metal Affinity Resinf£j;<9, tr-/^ ^dermokine- £ A C-SEAP(His) g S & 
W&WMlstlo ^g^S&ff^fchdermokine-jS AC-SEAP(His) ^-^^(Balb/C 

6 

female) -e^dermokine- /3 A C-SEAP(His)6^9^h (Wister rat female) KftMIs 
„ ^Ev^n— ^-/k^o:#: (-^rtV-^tVAnti-hDK mAb, Anti-mDK mAb^ffci-) &WWU^ 
[0153] [293£flJ§&i##_htf (£>Immunoblotting] 

293^ajJ^-C^ia$^/ct:h^tK-^'>^dermokine- /3 /- jS A C^rimmunoblot^i^Af 

pcDNA3.1 -human dermokine- j3 N pcDNA3.1-human dermokine- j8 AC, 
pcDNA3.1 -mouse dermokine- jS , pcDNA3.1-mouse dermokine- )3 AC^r 
293/EBNA-l|fflJ}^aransfectionU #^fci#^-t?t^SDS-PAGE^#tU - hp-fc 
;Vn— ^H^transferbTto -^(Dfl^Anti-hDK mAb, Anti-mDK mAb&Rfc.£l£X 
immunoblot o 7t 0 

(-^r>^) 9^ ( t h) ^^i-CBB-ef*j$^_h?f fp<^^<»^e« 

#!|^£tWc^ immunoblot'e{i80kDa#j£^#M^]^/^^K^^tii$tL, 
Anti-hDK mAb, Anti-mDK mAbte^rtl^;^ dermokine- j3 /- j3 A C£r#M#JfciB 
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[0154] [DermokineCDELISA] 

EUSAffl96^ W^n^U— h (Nunc|±M) <D&V ^M^PBSV^^U^ p, g/ml<D 

^-/k^Lf^sOM^Px.^ 37°C-eiB#r^^^-<— hU 

^f*KI (Block-Ace. *: 0 *M^*^^±M) £100 /z ^W^mm-O^ 
h\^fc&1&&VX1/^te\/^&&ZfV'3r?Vito &*7=./V^ 0.02% Tween20£-a- 

^irZ)l»W&WM(0.02% T-PBS)-eiHIi5fe#-L, f^MbfcAnti-hDK mAb&TJ* 

Anti-mDK mAb (/M^K— ' ^ifo-tlt i#^_htlf ) £:50 » tiJP& x ^m-ClB^HK^ a 
hLfc 0 #^3i/KD^?gSr^T, 0.02% T-PBS^3[IJ^#LT^f*£@WbUt 0 
^C^^-r>3i7V^65 0 C, 10^*QjaSrffV\ PBS-e^Br3^Lfc, 6.25—50 nM(Dth/^^ 

dermokine-j3-SEAP(His) 1 bL<Jith/^^dermokine-i3 AC-SEAP(His) 50 m l£r 

6 6 

iPXL, ^ta-eiBt^^^^— hUh 0 -^-r^a^V— h^O.02% T-PBS-C5HI^fe#L 
AURORA AP Chemiluminescent Reporter Gene Assay Kit GCN)£rfflV vt\ Wfe 
^^tfri^^-n-L/ct h/^r r>^dermokine- j3 -SEAP(His) tb<ttdermokine- 0 A 

6 

C-SEAP(His) ©T/^y7*^77^-^tt^ftilLfc 0 SJ^^f*1420 ARVO ^ 

6 

/l^^^/^^^— ^ Wallacl420 Manager ^T460nm-"e$lJ)£L7Co 
El 10A (-^<7X> S.I^BI 10B (fch) ^ dermokine- 0 -SEAP(His) (-#-) }3 

6 

dermokine- j3 A C-SEAP(His) (-O-) £j^$itrfc;^^L-fc 0 H+B^Lfc 

6 

Anti-hDK mAb, Anti-mDK mAb{i#t(cl^S^c#^J ^dermokine- # S^-^L-fco ft 
33^ SEAP(D^(DrecombinantS fi®f*^^@^>fbbfc^#:^«^^b^d^o7to 
[0155] [jE^^.thdermokine- j8 /demokine- )3 ACCO^M] 

pcDNA3.1 -human dermokine- j3 N pcDN A3. 1 -human dermokine- j8 AC?: 
293/EBNA-HfflJJ^^transfectionL, #^fcJ§^_h^ (J^ffi : Opti-MEM I; GIBCO) 
{3LNaCl£ri&$ftS0.5 M£&3J;5^PX^ 0.5 M NaCl<Src£tf20 mM HEPES(pH 7.5) 
MW^~C¥^bbfcLentyl Lectin Sepharose 4B(T^> J rA- ^^MM^^*t±® 
) tf — X^MLT^^Jf^^iirfco ^©il M NaClSr^tf20 mM Tris-HCl( 
pH 7.5) t##MWif WLfcf , 20 mM Tris-HCl(pH 7.5) ~e££> 

\ZM&\^, 1 M ^/V- a -D-^/fc^/v'K ( a -MM) , 0.6% CHAPS<H£t?20 mM 
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Tris-HCl (pH 7.5)"C^y/^M)§tiiLfc 0 ^(D^m^O.6% CHAPS^r 

i^t?20 mM Tris-HCl (pH 7.5) X^W^fc^^^^vi^h^^^— 
HiTrap Q HP#9^(T^^iwM^lM^^|t®i) t-ttb, l^«^-e$fc## 
, 0—0.2 M NaCl(D|ftS^)@a-e^|ilbfc 0 #^-M^ffr3, AKTAexplorerlOS^^C 
P-903tf^;7\ UV-900^^^— , pH/C-900^^— „ Frac-901^7^^3^1^^^ 

SDS-PAGE) £fr V ^Hf Wc Q m^cKj#<WVW*, fif^lS^J;3!&fe (2D-«fe 

Dt/VD- ^flU ^ijte^Lfc^/^fC^^K^LAnti-hDK mAb^J^^^rTC^ 
/:/n3/h\ ^^>3^11— 23^thdermokine-j3^t) ? thdermokine-/3 AC<D?§ft£- 

#l£|^Ci#^_h?B :CM, Lentyl Lectin Sepharose 4B:Lentyl Lectin, HiTrap Q HP 
X^J* : Q) (D$Wk&Wt, Anti-hDK mAM£j;3immunoblot#^Lfc (El 1 1) 0 
dermokine- 0 tedoublet<D/^K#^ft£tLfc/^ (g| 1 lfe) , demokine- /3 A C (H 1 1 
^T) «single/^^K-e^m$tbfc 0 

[0156] «§iamu;«x ssc^ ^JB^^fcJi^^T^^tu ^o^fttlWIS; 

lkfcfemmcm^ir%^b^X.htl% 0 dermokine/^T^h^;*<Df1^£j;S9, 

o 
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en tie (a) - (d) (dx ^-rnmcmm^v^u^Vo 

y^u^K 

(d)ie?ij#^-:l, 3, 5*fc^i7(DV^-f^^-fE«c^O^^IS^^^DNA^^y^ 



[3] |fMl*fcf*2^|B^^y^w^K^J:«9=i— K$tL§* 0 y-<^Ko 

[5] ft5jc3llt>L<^2^fE^^y^l/^K\ *fettfS^3g4^|B«©^<^— -Hfc 

[6] ft ^il5^fE*c<^^M^&iiU Kl&^JlWiia^tt-tcO^Jifflfja^, 



[7] &m<Dmte*&mmwTfcfozzt&&mkirzi&te?m&{tt2bvx, cd 

Kdapijft'lS^F^ (2) dermokine- a ;tt{zs^F\ (3)dermokine- /3 5IHec-F\ ^0^1^(4) 

[8] f»^i*fc«2^iB^^y^w^K^#mw(^M'^y^x-rssKy^w 
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[io] mMm3izmm<v?$y^y°^izffi&irz>#ifo 0 

[1 1] dermokine- a ^^H?bL< ^dermokine- j3 ^^ft^#^$c^L-C^ti\ <Jr 

[12] j^t© (a) - (d) frttzmxvmfcztizik&vofrst?, ^^j^wMtmu 

Mo 

(a) dermokine- a jfrf^^bb< ^dermokine- j3 l&^^-(D^^]M^l^Mi~^T>^^ 

(b) dermokine- a itf^^b< ^dermokine- j3 »fc^<Dlfte^jg^#Mlft 

(c) dermokine- a i6fc^L<}2dermokine- j3 Mfc^-CD^^L^, RNAi^J^^i^PB. 

(d) dermokine- a ^/^fft>L< ^dermokine- # #^/<?Wt1£&ir%>$tfc 

[13] «T©lg (a) - (c) Srgt^ ^^y^h^bfl^J^^y-^^^&o 

(a) dermokine- a ^^JffclX fSdermokine- j3 ?^s<?M$:$&*%.irZ)$l%&b, 

(b) ?J^BJ§&^:&ft£dermokine- a ^^JCtL<«:dermokine- j3 ^^©(D^^ 

[14] ktcii (a) - (c) srg-tf . <7-^^y^h^b?p»j©^y— ^>^m 0 

(a) dermokine- a ?l//<?WbV< ^dermokine- j3 #^/*?W&$6&1r%>1&lti&b^ 

(b) fHfflJ3a^*5(t^>dermokine- a ^>v^^lXi3dermokine- J3 ^/^f|<D 
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[15] zkycDTM. (a) - (c) £r^tf\ tr9?-yy-4hMmmm<Dx?y— ~>yjjm o 

(a) dermokine- a ^^W&L<}2dermokine- j3 ?>s<?M, titzJtttfbh&^Wr 

[16] «T©I@ (a) - (c) £r^if\ ^^y^h^k#P$iJ^|CD^^y— ^>^2fe 0 

(a) dermokine- a ^^f|?bL< ^dermokine- jS ^/^ff, ^fcte-^ftkSrl&^f 

[17] J^Tox@(a)^oJ:l^(b)^tp, Mfite^-ov^t, MX^ibm£Uyg£B 

{&)W?kMMz.^^X^ dermokine- a ^^®t>L<te:dermokine- j3 $^//<9%(D 

m±fcfrhM^K.mmmx&%h<Dtmmirz>jLm 

[18] J^TOlg (a) *3«£tf (b) Sr^-tp , Mf(-^v vc, s¥±SS*fc(iH£H 

[19] «T©I@ (a) (b) £^tf , fcfct&ffcol vf, &J#^mo#$f^±:o 

(a) M^^^I^M^tL^^^W^oV ^ dermokine- a ^^ff t L< 
dermokine- j3 ^^/-?^®(DBIi.i*fc«^tt^SlJS-r^X@ 
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[20] BimmmmBcfc, ttitM&m-v&z, mMmi9Kmm^mw(^m 0 
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[02-C] 

Dermokine-a 



th 



1 MKPVTASALLLILLGVAWR GDSHSW 
1 MKPATASALLLLLLGLAWTQGSHGW 



GS DLS S LQKRAGGADQFS K PEARQDLS ADS S KNYY 60 
GADASSLQKRA-G RAD — QNY N-Y 45 



*** ******* *** ** ** * * * ******* * 



* * 



70A 
th 



6 1 NNQQVNPT YNWQY YTKTTAKAGVTPSSS S AS RAQPGLLKWLKFW 
4 6 NQHAY PTAYGGKYSVKT PAKGGVS P - S S S AS RVQPGLLQWVKFW 



★ ** ** * * * ****** ***** * *** 



Dermokine-/? 



104 
88 



th 



1 MKL,QGSLACLLLALCliGGGAA NPLHS GGEGTGA — S - A- AHGAGDA ISHGI G E AVGQGAK 5 6 

1 MKFQGPIJVCLLIJVl^I^SGELAGPLQSGEESTGTNIGEAJ^GHGLGDALSEGVGKAIGKEAG 60 



* * * * *********** * * * * * * * * * 



* ********** ★ 



th 



57 EAASSGIQNALGQG-HGEEG-G-STLMG-SRGDVFEHRLGEAARSLGNAGNEIGRQAEDI 112 
6 1 GAAGSKVSE ALGQGTRE AVGTGVRQVPGFGAADAIX5NRVGEAAHALGNTGHE I GRQAEDV 120 



+* * ***** 



* * 



* *+** *** * ******** 



th 



113 IRQGVDAV H NAGSWGTSGGHGAYGSQGG-AG- VQGNPGPQGTPW — A-SG — 157 

121 I RHGADAVRGSWQGVPGHKGAWETSGGHGIFGSQGGLGGQGQGNPGGLGTPWVHGYPGKS 180 

****** ******** ***** * ***** **** * 



th 



158 -GNYGTNSIX^SVGQGGNGGPLNYETNAQGAVAQPGYGTVRGNNQNSGCTNPPPSGSHES 216 

181 AGSFGMNPQGAPWGQGGNGGPPNFGTNTQGAVAQPGYGSVRASNQNEGCTNPPPSG 236 

* * * * ******** * ** ********** ** *** ********* 



th 



217 FSNSGGSSNDGSRGSQGSHGSNGQGSSGRGGGQGNSDNNGSSSSSSGSNSGNSNSGNSGN 27 6 

237 -S-GGGSSNSG — G — GS-GSQS-GSSG-SGSNGD-NNNGSSS — GGSSSGSSSGGSSGG 284 
* ****** * **** **** + * ****** ***** *** 



th 



277 SNSGNSGNSGSGSRDIETSNFDEGYSVSRGTGSRGGSGGSGGSGGSGGSGGSGGGNKPEC 336 
285 SSGGSSGNSG-GSRG-DSGS — E — S-SWG-SS-TGS-SSGNHGGSGG — GN — GHKPGC 330 



* * ***** *** 



* *** * ** ** ***** * **** 



th 



337 NNPGND VRMAGGSGSQGHGSNGGN I QKEAVNGLNTMNSDASTLPF N I DNFWE NLK SKTRF 396 
331 EKPGNEAR GSG-E S — G-IQ NS-ET — S-PG-M-FNFDTFWKNFKSKLGF 370 



* * * * * * * 



* * * * 



* * 



** * ** * *** * 



70A 
th 



397 INWDAINKGHAPSPSTRALLYFRKLWENFKRSTPFFNWKQ-IE 
371 INWDAINKNQVPPPSTRALLYFSRLWEDFKQNTPFLNWKAIIE 



GSDLSSLQKRAGGADQF 455 
GADASSLQKRA-G 425 



******** * ********* *** ** *** *** *** * ******* * 



7^A 
th 



456 SK PEARQDLS ADSSKNYYNNQQVNPTYNWQYYTKTTAXAGVTPSSSSASRAQPGLLJCWLK 515 
426 -RAD — QNY N-YNQHAYPTAYGGKYSVKTPAKGGVSP-SSSASRVQPGLLQWVK 47 4 



* * * 



* ** ** ** * ****** ***** * * 



70A 
th 



516 FW 
475 FW 
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476 
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50000- 
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